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Abstract 



4,4-Difluoro-2,3,4,5-tetrahydro-1 H-1-benzazepine derivatives represented by the following formula (I) or salts thereof: 
(wherein each of the symbols has the following meaning: ring A: a 5-membered heteroarylene group; ring B: an optionally 
substituted aryl group or a 5- to 6-membered heteroaryl group; D: a carbonyl group or a lower alkylene group; R<1>: a group 
represented by formula, NR<3>R<4>, an -O-lower alkyl group, or OH; R<2>: an optionally halogen atom-substituted lower 
alkyl group, an -O-lower alkyl group, an -S-lower alkyl group, or a -CO-lower alkyl group; R<3>, R<4>: same or different and 
each is 1) a hydrogen atom, 2) a lower alkyl group (the lower alkyl group may be substituted with OH, an optionally protected 
amino group, an optionally protected mono-lower alkylamino group, a di-lower alkylamino group, an optionally lower alkyl 
group-substituted 5- to 7-membered saturated heterocyclic group, a 5- to 6-membered heteroaryl group, or an aryl group), 3) 
a cycloalkyl group, 4) an optionally lower alkyl group-substituted 5- to 7-membered saturated heterocyclic group, 5) a 5- to 6- 
membered heteroaryl group, 6) an aryl group, or 7) an optionally substituted 5- to 7-membered nitrogen-containing 
heterocyclic group formed by integration of the formula, NR<3>R<4> (the 5- to 7-membered nitrogen-containing heterocyclic 
group may be fused with a benzene ring or with a 5- to 6-membered heteroaryl group); (in the 5- to 7-membered saturated 
heterocyclic group, the 5-to 7-membered nitrogen-containing heterocyclic group and the 5- to 6-membered heteroaryl group 
in the above 2), 4), 5) and 7), a group having a cyclic secondary amine may be one wherein the amine is protected); and n: 
0, 1 or 2.) The compounds of the present invention exhibit the oxytocin antagonism and are effective in inhibiting threatened 
premature birth or abortion, or precesarean birth and useful as remedies for dysmenorrhea and so. 
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(57) Abstract 

4,4-Difluoro-2,3,4,5-tetrahydro- 1 H- 1 - 
benzazepine derivatives represented by formula 
(1) or salts thereof (wherein A is 5-membered 
heteroarylene; B is optionally substituted aryl 
or 5- or 6-membered heteroaryl; D is carbonyl 
or lower alkylene; R l is -NR 3 R 4 , -0-(lower 
alkyl) or OH; R 2 is optionally halogenated 
lower alkyl, -0-(lower alkyl), -S-(lower alkyl) 
or -CO-(lower alkyl); R 3 and R 4 are each 
independently hydrogen, lower alkyl or the 
like; and n is 0, 1 or 2). The above compounds 
exhibit the oxytocin antagonism and are 
effective in inhibiting threatened premature 
birth or abortion, or precesarean birth and 
useful as remedies for dysmenorrhea and so on. 
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I?;H7f;W -TV^JUX^Jk t e r t ->^UX*^UH©iI?£<DX*-r 
Jk K^P^-TK* K?PT-f F©»S»A7-f h\ «7^K, 2, 4-yzhP7 

^>V> U 7V-;W*ON - t H P*->;k75 >&ft£1*j3l£KJ5&S1*T»S*l* 

S£l4x*x;k 7)i^^mm/\^^ KHo/\n*;u^>^7;u*;u 
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it%t2tzE % •?$s9Q'\*i/JM»Wt*M$1 t (dcc) .1,1' -jjfrtf-ji, 
(CD I) ; v7i-^^'J;k7yH (DP PA) , ylf^* 

h -iswa (wsc • hc i ) mo&smz&mtzoffttfm'e&z. 

WlC*«WC:fclvriMt*n5<f Kii. S14x*xJWbffl<h8£»£0tt#TlcR 

M. fijtcRiuT* ^>y7tftf><b^ (i i a) *a»icffli\fcy» n-*^ 
bf'jv>. 4- (n, N-v^^;u7^y) \zvi»s tau>, )\rm>m<o*s.m 

{b£#l (la) j^Sira*5j>»£mWb£1J!l ( I b) ££/rr&E/£TI*mlE*;"S1$ 

r s o)*mm<Di%mmt i/ra«»^asM^«*wi©ffa»ft«i*ufta« 

£"b©£UTtt. *7\>US. x^l/g. ^Ptf;i/g. -fV^PbfJUS* tert-y 

STa»sftfc<sift7;u*;/i'8. fi^7;u3+v{aift7;u=i*v{£ai7^jug. * 
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(xt*. A^, Big. R 2 . R 3 . R 4 S^n(iHUlS03tl*^-r. ) 

*wimmtt<t£y> ( i b) inuec ( i v) T'^$ti-575><t^5/s$i±<5c<h 




(it*, R 3 &tf R 4 I*hu1E<£Ei>*£. R 6 {i7K^^3Z.lif*liS$^-r. ) 
*8ii^li<b^ (Mb) t-f&st (I V) T^£ft57S><h££j££-t*<5C 
tlCfcU, (l ! c) £$!i>gir £?>;£T&3. #Ig<DJEJfc£flMi35--aiiSf! 

#*(CJ£WJHtT*£(C«fcUlft««U (lid) £8BSr<5C 
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m-xm 




*mm&it<t£® did) tnisac (i i d T'^sft^^utfv&xia^os 



»-ia 




(id) *«a*r*^asTr»*. 

13 



WO 98/39325 PCT/JP98/00916 

SI-IS 




(it*, A«, B9L R 2 , R\ R 4 S^nli^fH(D.mi**^-r. ) 

*«asac(i{t$«i (id) *^^*>»x^x;wb©a» hksc ( i v) vrnzn 

S7S><h£EJ£<*-l±SC£IC<fcg. *&9lfl:&4fe (I e) *BJSr**aTft*. 
(flJAtfEtg*) g £A. Ktt^- h g 0 h Ux^;P7S >*©Wtttt 

A. 3£{brtg£AI|£^nT£C<hfc^irc i &<5 0 

mZ.tt> iCN R 3 R 4 T&"5fb£#l*» R\ R 4 #7JU*;Ugm<Z)M&gT&<5{b£tK 
XliiC R \ R 4 #— a Tg&BftD 5~7 itSlg^Piit3joTi^ P 

h<b^*«OT575>TS^$^«^;i(DN-7JU+;HbSiS{C«fcg 
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miits u OAs m.m.±\*voAW<Dm®£.ms mjx^75>i?cdw& 
xii7;m+vA«^^wr-5<k^ii. mac^y, tt/£-t * jt,«£w-t 

ZilSWlt t K 7 5 >X(*7;m* v-M,7 H ><&|g^£/&IC ck U «JTC* 
4. MIC, 7vJU^+>^5y^1*lli«^«t KP**>A<b#««i£lc«fcoT 
7->;Wt-r-BCtCJ:y«S6-C*«. JDiLT* N R 3 R 4 [C7-fe5 L ^tf^'J 5>/***r 

»j <o«as, $e>(cii r^^2 75> ; &w-r'2>«iii^75^«asnTUT ! fo 

S(BX(io-7;u*JWkS/Sic«k y «are**. 

Moatt*ttattftiH©«!iaft:¥W«:i4K©«*fijffl ux^jfeic <fc y 

ttK caem) t©^77fu*7-tti:»*. at^ar **asti] a#ttcn 
wsimkt*\zB<z.ttfiT!&&. &tzs it77.Tis*^-<Dm&mZs mm^mm 
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*RW)0HttSt ( I ) -e*$tlS4, 4-y7Mn-2, 3, 4, 5-fh7b 
KP-1 H-1 -sO*j7W>®m&3L\t*<D)&l*> ^'>h'»JSJjt^ffl*W-r 

gflJ&E (Adv. Exp. Med. Biol., 395:491-493, 199 
5 ) > ffi^lSIji (Neurosci. Biobehav. Rev. , 15:217- 
2 3 1, 1 9 9 1 ), lEHISIW (Eur. J. Pharmacol., 94:125 
-131, 1983, J. Pharmacol. Exp. Ther., 241:26 
8-274, 1 9 8 7). N a fiJJS (J. Pharmacol. Exp. Ther., 
246:603-609, 1 9 8 8) , HftiHiHifi (Ac t a . Physiol. S 
cand. , 144:355-359. 1992), rnfSM^ (Ad p. Exp. 
Med. Biol., 395:529-538, 1995), ¥l*g ( E n d o c r i 
nology, 137:773-779, 1 9 9 6) WOMfc&'b^X.Ztl* *P*T 
im&<Dm9i\ZtSl\T9miz£>rtZ>%W - mi*®fmB ( J . Re prod. Fer 
t., 91:49, 1991, J. Reprod. Fert., 90:625, 19 

90), m+mmmm m^±m^mm mm mis, 1990), ^nmomm 

(J. Clin. Endocrinol. Metab. , 64:27, 1987, N 
eurosci. Biobehav. Rev., 16:131-144, 1992), 
Wk'frWHDMB (Proc. Natl. Acad. Sci. USA, 89:5981, 

1992) mo&mizbms-i-zzttfmifztiZo *5Bw<b^«o»*ttiUToH 

(Oxytocin receptor binding assay) 

=F'gmffimtVUy7*><D?i& (J. Biol. Chem. , 249:1376, 
1 9 7 4) (CigCT, te^ttBli^x-r (Endocrinolog 
y, 1. 2 5:2 1 7, 1989) izmCX'aofto 5^If;WWhP-A 
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□ tr**-H £0. 3mg/k g]g&l*3j£4U1 8-2 4 BSfg&lCjStti y h 
^gj&^BStil^Sii&Ufc. [ 3 H] -^>hv> (0. 5nM; specif 
ic act i v i ty = 3 0-6 0 C i /mm o I ) <hH^*5 0 n g fc<fctfli? 
Kg (i 0" 8 ~1 0 _S M) £1 OmMJgfbT^*->£A» 0. 1 ^vJUtftTJUyS 
> (BSA) ££Wf£5 0mMHJ*Jgffiill®& (pH7. 4) tf)3gg2 5 0*i I 

6 O^P B imST'T>*a. / <-*>a>'L/fc. til/A-^^-*fflUT> 
•f>+a^—>3>$tl>i:jg^PS?IUT^^^7^^- (GF/C) £iIU &8t 

>3>ffl*^x;utiR^u ««*ta*ufc [ 3 h] -***>h*»o 

(%) =1 00- (C,-B,/C 0 -B,) XI 00 
C, : [ 3 H] K«*<t:*yi3n 

1t£Z. [ 3 H] h«»*«JWI*Cttft^-4«. 
C 0 : tttt«toOT*tttH\ C 3 H] ->J-+->hv><i:^*<»:X)^$nfe«!:^» 
C 3 H] -^+*>h-»^H^*lc$S^-r'SS. 

B, :iiPJO^-+->h*>> (1 0" 6 M) <b [ 3 H] -***>h->>£flS^*#*&Jl$ 
ftfc<!:#, [ 3 H] -**i/hv>#M£i*lc*S£-r SI. 

K i = I C so / (1 + CL] /Kd) 

CL] : JfcliMtKft^ilg Kd : ^fyf^-H • ~?Uy h cfc y *#/S:fl?gt 
±ic , THai<*ttfcK i flOftOttttflg P K i tttl/fc. Stot, p K i 

i iM 8. 9. 0 . 4-7 tfHb^t&l* P K i fit 8. 8 7 . Ili 1 0 — 1 14 p K i fit 
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8. 6 SO^m^^TjkiyfCo ftt)7hWO(DpK i Bit 7. 9 3T&o£. 



tl£#. a«gP»^©«^Al Btt&y 0. O 1 mg/kgMl 0 Omg/k 
ggl!T*y, Cft*— BIT. »*lMi2-4EllC^{tTlftWa. *Jt» ^ttlCefc 

oT»»iaft4$n*is^i*. ann*Ai0Sfcy» o. ooimg/kgMioo 

X « X-r 7 'J >i? V ^ •> 0 AO) «fc 5 fc»S&*J *88IJ!S ^ u □ - juk* ;u -> ^ A© 
t HP+*>^Ptr;nz;up-^» t Hn+->yp u- h& 

mmi mtm* »*k i»jBra»j££wuTivct>«fcu. 
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mmz^tZo *.<£<D%m%L mmmtuxit. mz&iZMmmm%*B.zt£m& 
s*##sft3. #*.%tiL<D%mms mmmtuxit. ^tfyptru^uri-jk 

7tf'jxxU>^'j=i-;k * l J-T,to> J^teo&vfmWitii* x* 

a. z<D±z>tzmtfLMi.* zibizmwttik wmni &mm* ?ub»h ^mi &m 

jut, nMmizm?z*mwzw.izmMizmwtz>o *&w<t%mt* T&nmm 
iz&moit-smizvmztizwe&teK* nais-i&xt (D ic^$n^<b^ 

i (« i ) 

(Z>(4,4- v 7 □ -2,3,4,5- x h 7 1 K □ -IH-l-^ > 7 if £ >-5--f U x >)#® * 
2.27g * J -)VfeWi 60ml Id 17V zk&ffcx h 'J *7 AtR^AS 30ml ^fi 
TlCT 18l$M#bfc 0 SJ6*HliVttK30ml*10A. #btlAc 
8l$lC7-fe h- h U ;p 30mK 1-fc KD*^>7hU TV- A- 1.82g. l-XfJW3-(3- 
y^fJI/7S; 7o tf;U)*;i/^vW S K-ig®t£2.59gv4-(2-7:= / X^ytJI'tfU 
> 1.76g <£JPA, ^iST 18 PSlBJft#bfc. »4*S5fe&, »Rxx;P£ira*. 
»*SxHJ mft&i&7MZTm&l>tz. timvif^VMZXtiMk* 

i*©(Z)-(4,4-y7Jl,tP-2,3 ) 4 ) 5-f h7th* 0-lH-l-^>77-fe*t!>-5-< U X>)-tf- 
(2- : E;i/^U ;xf^)BK75 H 2.06g 

##0IJ 2 1 ) 
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(Z)-(4,4-y D-l- h •>Jl'-2A4^r h 7 1 K □-lif-l-^> , /7'tf e>-5--f Ut 
lOg ®f h7t HD77>ii 100ml tC, 1-t HD^->^>V r hU7 > /-;U 
4.12g> l-X^Jl/-3-(3-^^^75y^Oh!;i/)7j;U^^a K-i£®i&5.85g, 1-^^ 
;i/tf^^v> 3.36ml £3H1 A . £iTF2 B#|Bijffc#Lfc. Mx^£imx., 

v7;U^-p-5-[2-(4-^^;i'^^7v>-l-<7l/)-2-^+ Vlf'J -r >]-l- h ->;U-2,3,4,5- 
fh7tH □-ltt-l-'OV'T-fer e> 11.76g £t#fc 0 

##0iJ 3 (SI) 

(z)-4,4- ->* 7 ;u3- o-5-[2-(4-^ v v >-i-< ;u>2-** V X?- U x >]-l- h ->;i/ 

-2,3,4,5-x h7bH P-l//-l-^> % /7iftf > 11.7g SrSfiSK 20ml C8«?U MU~f 24 
P#F«£b7£. lN*»^h«J^A7K»JK 700ml ^PP^AfC 

SLfco f§&ftfcSS&^x^;io:-T-;i'«fcDfciMfcU *fe^*<D(z)-4,4-->*7;i/^- 

P-5-[2-(4-^^;Ut! ^7 : s >-l-< J^-t+VXf'J T-*>]-2,3,4,5-T- h 5 t H P-Uf-1- 
*>*/7i£ tT> 7.62g 

1 <3S 2) 

4-^^;U-2-7 xX;i/5 1 7^/-;i/-5-77;U#>S? 800mg ©yi' P P >j»tt 30ml (C. 

M&Scoa^-v*^;u*;1'A7=- K^JnA7c^, ?K^T> ttfl:**ifu;i/630tf i* 

25ml 1C»«PU JMfrTKlT, (Z)-(4,4.y7;^D-2A4^r h 7 1 K D-lH-l- 
^> */TK tf>-5-.< U f f >)H^pWl' 760mg, h U IfJP75 > 500 W 1 © *JQ P P 
* ? >mm 40ml IC«T Lfc. £Jfc8££^ffiT 18 WNBtft figfP^K**^ h 

'J^AtKM, tt»*tt#fcT«s*Lfc. «t»T^v^7ACTft«l^ &tt*tf£ 
Lfco ^S&'>»J*yjl/77 7A^P^I-^77^- (^PP^PA-^ltXCT^ 
£U) KTttfiU ife7 : EJl'77Xt@^(D(Z)-[4,4-y7WP-l-(4-^^-2-7x- 
JVf 7 7-^-5-* ;^-JI/)-2,3,4,5-f h 7 t FP-l//-l-^>V/7-tft? >-5-< Ur>] 
gm^f^HOSOmgfcflAc. 
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£MM2 (S2) 

(ZM^-v^l^P-l-^^^x:^ 
t KO-ltf-l-'<> , /7-t:kr>-5--f Uf>]ii^^ 1080mg <D*$ ;-)Vmm 30ml 
\Z lN7mik-f b U -^AtKM 5ml ^JDA, £MT 18 BtlWft £f£tf££@5&L 
7K20ml, liV£*lQml£flO;L. £Dfcifclft£58U 7K«feb> SS6f»*©(Z)-[4,4- 
v7;U^P-l-(4->5 1 ;U-2-7x-;i/5 L 7 > /-Jl/-5-*;l/^-;U)-2,3,4,5-x h 7t h*P- 
l//-l-^>V*7-t?tf >-5-^f >Jf>]B* lOOOmg £#7c. 

^Jfi«l 2 tl?l«©^»»CT*JfiW 2-1-2-3 (*2) . 

H«3 (S3) 

(Z)-[4,4-"Jy)^ D-l-(4-^fJl'-2-7x-J^7 y-;U-5-*^^-;P)-2,3,4,5-X h 7 
t K P-l/M-'OV^-tf tf >-5-< U X>]M 8.26g ©f h7t h'077 150ml 
(Z, 1-t h*P + ->^> % /h ■J7 % /-Jl' 2.79g, l-XfJK3-(3-y7f J1^7i / 7*0 tfjl^) 

a^sMs f— &s*fi5.4Qg. 2-(tr^7v>-i--r;i')x^y-ji'3.i8g«rfin^., 

{CTjftffl^, f§&£@£L7c. mZ&O.wmm 300ml IC»#U Bt&X^KCTife 
wv*ttffc^h'J'7A7K}S«i*ffl^T7;U* , Jtt{kL» i7DP*;UAICTfflttlL 

£^DP7fc^A 100ml £»#U 4M1C1/KKX^;1/M 6ml SJJPA. gfiTffi#Lfc. 

£i;fc^n£3&u £pp*;i/Aic-a5fc#Lfco tt^n^m^io.og^o^, 3.o g 

« 90%X? y -;P7KM«fc 0 ?f &£l L . &M**©(Z)-2K4-{[4/l- P-l-(4-* 7- 
JU-2-7 x-Jl^7 V-JU-5-7J ;U^x;U)-2^,4,5-X h v t H P-l//-l-^ > V*7-t? £ >-5- 

-f U^>]7-b^}e^7> ; >-i--f^)x^y-;i/-ii^2.48g £f#fc. 

^aSW3 tH«©^CT£4T©||Jfi^Hb^«RtJf^JSW 3-1-3-3,3-5,3-6,3-8,3- 
9,3-12,3-14-3-91 (S3) . 
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$mm 3-4 

3-7 

(^4.{[4,4-y7;WD4<4-^f^2.7i-JI/f7y-;P-5-*Jl/#-^>U4> 

fh7th*P > 77 -t? e >-5--f u x >} 7-t?)i>} tf ^ ^ v >-i--r ;i/)x * / 

^5S^J 3-10 

(Z)-3-(4-{[4,4- -77Mn -l-(4- ^ xJU-2- 7xZJl/f7 'J-)\>-5-t> ~ ;i/)-2,3,4^- 

f^t KD-i//-i-^>y7-tft:>-5--f 'Jx>]7-fe^;i/}tf^^v>-i--f;u)-7°a/i 

>-l-^f— JU— 
*^J3-11 

(Z)-(4-{[4,4- v 7 JM" D-l-(4-^ fJW2-7l-J^7 ^-;i/-5-*;l/#-;P)-2,3,4,5-X 

h 7 1 k D-i/M-^>77-fe? tr>-5-< u x>]7ir5 l ;i/} tr^7 v>-i-<;^i?75 

HM0J3-13 

(Z)-3-(4-{[4,4- 7 □-l-(4-/ X^-2- 7 x Z^f7V-;t'-5-*;^-)l'>2,3,4,5- 
xh^t Ho-l//-l-^>^/7-tftr>-5-< Ux>]7iixJl/}t^v>-l-^U)7°ot? 

^->i?7 5 v-m&m. 
mmm4 (^4) 

(z)-(4,4-y7^tP-i-(i-7irji/.5-hU 7;i/^D^5 L ;p-i//-if7y-;p-4-*;i'# 

-;i/)-2,3,4,5-x h7tH □-l//-l-^>y7-tftr>-5--f Uf>]ii 200mg (Drh7t 
h*P77« 20ml £ , 1- 1 H P * > 7 h U 7 90mg. JW3-(3- v * 

x;U75/7Dlf;i')*J^v-f5 H-«fttt 130mg. l-/x;Hf^v>60rog£»D 
A., ^fiT 18 JK^HfiSfn^TK^xh'J^ATKMSrjbnA, Bt®? 

ifl^iLf;. J|$$y>J^^7A707hJf77^- (7 o P*;i/A- / * 
/-JUCTfcffi) UTttfiLfc. ^SnfcSS 190nig£*nD*;i'A5m! 
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iNRcm&x-T-Mfcosmi&mz. fflTii»ifc. mmzmzb. »£*x*/ 

-ji^-yx^x— r;wjft»sisjilfl:b. ifi»*©(z)-4,4-y 7 ; W n-5-[2-(4^ 
tr^ ^ v >-i--r )i)-2-t* v x^- u x >]-i-(i-7 xx;i/-5- h u 7 ;u* □ ^ ^p-i//- e 

4) 0 

4-1 

(Z)-(l-{[4,4- V 7 ;M* P-l-(l-7 x XJI/-5- h U 7 JU* □ ;* ^JlMtf- tT 7 V~)\<-4-% )V 
^XJU)-2,3,4,5-x h7tH U-\H-\-^>V7M M >-5-< U x>]7-fe^;U}-4-fcf^ U '7 

;w)TOx^;p 

4-2 

(Z)-2-(4-{[4,4--77;i/^-D-i-(i-7xx;u-5-h u 7Ji^p*-3 L ;i'-i//-fc? 7V-;M-A 

4-3 

(Z)-(4-{[4,4-v7;U^-P-l-(l-7xX;i/-5- h U 7;i^P * ^JlMtf- If 9 )V-A-fJ)V 
^x;i/)-2,3,4,5-xh7t KP-l//-l-^>77if e>-5-< UT>]7t^}e^7y>- 

4-4 

(Z)-3-(4-{[4,4-77jU^n-l-(l-7xX;U-5- h u 7;l/#P /^^-l//- tT5 V*-JM-# 
J^^JV)-2,3,4,5-f h7t KO-l//-l-^>V7-tlt°>-5-1' ux>]7-bf L ;u}tr^7> j 
>-l-'fJt')7'D/t>.l-t-^-MI 
*M#J 4-5 

(z)-3-(4-{[4,4-77;u^-p-i-(i-7xx;u-5- h u 7;u:*p*-7MU-i//-fc? jm-* 

^#x;U)-2,3,4,5-t- h7t KP-m-l-^>77-tftf>-5-< U5 :r >]7il^;Ht 0 ^7 7 
>-l--OU)7pfcf;t>^7 = KHfiBHfi 

HMfy 4-6 
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(Z)4^y7J^P-l-(5-^f)M-7x-J^W-t7 , /-JM-AJ^-^)-5-[2-{4-/ 

E>-mmm. 

&»«5 («5) 

(Z)-(l-{[4,4- v 7 P-l-(4-* ^;i/-2- 7x-;i/f7 7- )V-5-1J Jl/)-2,3,4,5-T- 

h 5 1 h* □ -l/f-i- ^ > 77 *? tr > -5-< u x > ] 7 -tr ;u }-4- tr ^ u *>* ;ioiW!t x^ ;w 

150mg tf)X* / -)V&W. 5ml tC W7K^b± h U -7 A7KM 1ml £Jn*., 18 1$ 

»lifc„ ltfi£&lml£flQA> *«cL 

iM*©(Z)-(l-{[4,4-y7Jl/tP4-(4-^f^-2-7x-;^7y-;i'-5^J^^J^ 
2,3,4,5-f- h7tH P-lif-l-^>77-tr fc^-5-Y U x>]7-fe5 1 ^}-4-e^ U v;U)B« 
120mg Srfiifc:. 

IIM^J5<h[5l^©77^tCTOT^^0iHb^ <&5,£4) R^lfiW 5-1,5-2,5-4 
-5-24 (DitSW&mc (*5) . 

^SI0ij5-3 (315) 

(Z)-3-(l-{[4,4- y7MD -l-(4-^ ^;i/-2- 7 x x;i^ 7 ;P#x;U)-2,3,4,5- 
fh7t KP-ltf-l-^>77-fcftr>-5W 'JfVjTtf^lf^'J yJH7o tt> 
S& 

£JS«5-25 ($4) 

(Z)-(l-{[4,4.y7;|/*D-l-(l-7x-^5- h U TJl^D/^lM/f-tf 97— )V-4-fJ)l 
#XJU)-2,3,4,5-x h7tH □-l//-l-^>77-tfe>-5-< U x>]7-fe5 L ;U}-4-t!^U v 

iyS0iJ6 (318) 

2-7xX;^7V*-;U-4-*;^>^250mg<Dx^DP^^>^ 15ml C. M^fi 
©JV^-y7fW;^7S K£lnAfc&, ftfrT, $&<fc#*tf U 175 m l fc»TL 

)V 10ml OStfU fcftTKT, (Z)-(4,4-v 7 P-23A5-T- h 5t h* P-l//-l-^>7 
7ife>-5-< Ux 3^ 250mg, h 'J XfJl/75 > 170 U 1 07-fe hx HJ ;U 
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mm i5mi KmmzmuT 2mm> sox:\zx3mmtWLit. Kitmz 

»ft**lCTft». !Sl7ny^Ai:TW, 500mg 
*^^y-;H0mI fc**U IN fcffltl- h 'J 7 ATkigSt 3mi MT 18 B# 

Jflft 10ml CTKttftL IfflfcX^HCTffltHLfc. *r$JI£fiS*n&&7Mc:Tifc&, 
**T^*->^ACTI6»«, »»*B*Lfe. 81$ 400mg ^fh7kh'077> 
10ml £8»U 1-t KP*>"<>»/hUr i /-;W210mg, l-If^.3-(3-^/f^75 
J 7d \Z)\,)l3)Vi£V'( 5 280mg, 4-(2-75 / X^yE Jl/* U > 210 M 1 

MTi8i*mfll#Lfc. £fc$lctSfo^®7fcm:fhy7A*M50mi£ta 

jp-^^y-jwcT»ffl) crfcfiLfc. »s*x*y-n^6*safb3-fr. fcfift 

*<^(Z)-[4,4-^7;U^D-l-(2-7xX;i/^Ty-JM-*;i'#x;i/)-2,3,4,5-5 x h7kh'D 
-l#-l-^>V*7-fef tf >-5--f Ux>]-AT-(2- ; E;P7|n'J /IfJV)BR7S H 90mg 

*J60S7 me) 

5-x^;M-7xx;i/-i//-e7 v /-;i/-4-7j;i/#>^ isomg o^dd/^>^ 
10ml (c, MltKMO Njr-VttfrMVJxT^ K£in;Lfc&, ftfrT, 8Mfc* : *-!f 
150 m lfcMTLfc. ifil:#fil^^30»FWim jStttefiafcLfc. 8e£ 
10ml IzmmL, ftftTKT, (Z>4,4-v7;U^O-5-[2-(4-^^;Hf^ 
7 V >-i-< J^-t^yifJ x > J-2,3,4,5-7- h v t H □ -1//-1-^ > V* 7-tf tf > 
180mg ©v? D 10ml fclTFLfc. SJS«*SIT 3 BWLfet- 

h 'J «7A7K»»i*iin*.. 7 a a^ATttttlLfc. $ffij|£ffifn&tt 

nfcSS 200mg £«X5 1 ;U2ml fc»#U 4#HCl/MX? 1 ;i/« 0.3ml fcjD*.. £ 

(ZHA'77;^D-i-(5-x^JM-7xx;w-w-e7V*-;i'-4-*;u^x;i/)-5-[2-(4-^ 

;Hf^7y ;i/)-2-** Vlf'J x>]-2,3,4,5-T- h 5 1 H D-l//-l-^ > V*7if fcf 
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>-&®ig 150mg,«:»fc. 
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%mm7 tmmojfmzT&Tommmik&V'i m6) Rummm 7-1.7-3~7.12 

6) ,7-13~7-29 (*7) ,7-30~7-48 (^8) ,7-49,7-50 (S9) tfMb£#l£*#7c:. 
H» 7-2 

(Z).4,4-y7 D-5-[2-(4-* ^ fc^5 v >-l--f ;i/)-2-** 7 Xx U x >]-l-(l-7 x 
-;i/-5- h 'J 7;M*n pWU-ltf-f 5 ^ % /-;M-* Jl/^-^)-2,3,4,5-X h7h HD-1//- 

HJSfil 8 (& 10) 

(Z)-[4,4- v "7 □ -l-(4- * ^;U-2- 7 x ~)V^7 s /-)l-5-ti hX-hyijAt-'r V V 
t H 0-lH-l-^> v /7-tf t! >-5--T U x >]B^®E 1.19g ©y^DO^^ 100ml C 1- 
IfJl/-3^3-y^f ;P7i ; 7*D ^My'f = b*~&$?& 623mg, JV-k h'O^y 
□ A^»< 5 I* 374mg £fiDA, ffiTl 4 W^lfc. JRlSJfc£7lciftLfc&. &7K 

40ml iCSiL, ftftT. 7K^fb^7^T h »J 7 A 112mg ^SDA. 0tT2 4B#TO 
#L£. S^ilcSllfJk 0.5^^«rJto^TMLfem, WtlSjf ££S*n^g£7k 
fUrMJ 7A7k?m tafP^7jcTt5fe#b, &7k«T^*->7AT&&L7c. M 

U-XlT^tti) ICTfflSat, ife7 ; EJl'77XttI#0(Z)-2-[4 ) 4-y7JWD-l.(4.7; 
?JI/-2-7 xZJI/f T 4 /-;^^ J^-^)-2,3,4,5-f h 7 t K >'/7f tf > 

-5-< U r >]X* / 230mg 

(Z)-2-[4,4- y'7W D-l-(4-* X^-2-7 x-^f7 7-7U-5-*;i/^-^)-2,3,4,5-X h 
7h b*D-ltf-l-^>7*7-t:t!>-5--f Ux>]X?/"-Jl/ 150mg Oy7Pn^^>^ 
15ml JC, TkfrT. h'JXx^7S>100M 1> J&ffc.^ ^ >7;l//^XJl/ 30 ix 1 
^jaT(CT20MJtt7Cc Rjftfi£JcMl'X>50ml£fln7L> tSfn^Tk^T HJ 7 A 
tKM. raf0^7KTSfe#L, M7KJ5iti?Ti7*^v7AT^tfc. ®t&Z'ig£;LT% 
MW-v*^*^A7S K lOmlO&filU l-P<x;Utf^7v>390 u 1 
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m j -Mzxmm mmm^. tanM&smuzmm 

L/v fc&T. 4JVHCl/^X5 L ;U^500 /z l*m?L> 30 #®#Lfc. i§$@£&> X 
^/-JhylfM-rM^MU M*©(Z)-4,4-y7;^0-l.(4-^f 

;i^-2- 7 i-j^7 ;u#x jp)-5-[2-(4-/ t: ^7 v >-i--r ;U)x^ u x 

^MW9 i:l^fil©M^T*S£^j9-l (^10) R#9-2 (3t 11) (7Mt£tl£t#7c. 

mmm 10 n) 

Pi?(z)-2-(i-{[4,4- ->* 7 o -i-(4-^ ^)V-2-y x - ji/^r 7-;i/-5-# ji/)- 
2,3,4,5-f h7 1 HD.u/-i-^> > /7t , t:>-H Ux>]7-fe^;i/}-4-tf^u v;u)x^ 

;H20mg^>90%^^y-^7K^10ml (I. U 7A 33mg £flt];i* ^ST 3 P# 

mmwvrco ^.mm\zmmjL^-)v^mx. mummymi-vvv^KmwL, $mi$M 

#y;l^7A7nTh7*77^ - (7DP*^A-*7/-JM;:Tigffl) ICT»»L 
to ®t£Zi;x?)lX-7-)l&K>®i£kitL. »feif»*(D(Z)-2-(l-{[4,4-v7;i/^P-l-(4- 
/f-J^^xZ^fyy-J^-^^^Z^^US-T h7 t Kn-l/M-'OVT-fc? fcf 

>-5-< Ux^y-t^H-tr^u v;U)x^y-;u nomg £t#7c 0 ' 

10 tmmoyfmizxmmm 10-1 <*id > 10-2 m4> . r#io-3 (3sh» 
nmm 11 m n) 

(z)-#-(i-^ > s^M-tr* u >?^)-[4,4-v 7;u^d-i-(4-^ 3^-2-7 xx;u^7 »/— ;u 

-5-^;U^x;i/)-2,3,4,5-x h? t KD-l//-i-^>y7-tf e>-5--T Ur>]iK7i K 
500mg <7>77 □□^^>^15ml(C. &{b#*& 1-7 □ DlfJl^ 88 M 1 £J}tlA> 
MT3.5l$F^#L7Co r#!iX$:©*L> ^7 20ml £J0;t 50t:iCT 2B#M 

WLfz, &fn^7k^HJ7A7k?gj££tt];t> I^IfJUCTi 
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X^T8fc#U M*W(Z)-[4 1 4-y7;^D.l-(4^f^-2-7i-;^7 , /-^-5- 
^;i/#-;i/)-2,3,4,5-x h7th' □ -l//-l-'<>7*7-£fcf >-5--f U x>]-iV-(4- U *s)V) 
%mt7 5 K-^m 273mg 

12 11) 

(Z>[4,4-y7JI/tD.l.(4^f^-2-7 x-;l/^7y-;U-5-^;U^-;i/)-2,3,4,5-X h 5 
b Kn-i/M-^>*/7-feft!>-5--r 'Jx>]-^-(4-tr^'J v;i/)Bt&75 F 60mg <Z>v7a 
□ **>M5ml ^40%*^A7;UT f k HtKM70 « 1, 8£&74 dl, h 'J7-fe 
isTkmitXVmi- h U "7 A 30mg SriDA^STtCT 6 Pf MftLfc. S^tClgfD^ 

i&&it L . M6^*©(Z)-[4,4-'>* 7 P-l-(4-* 7^-2- 7 x -j^7'/-^-5-* )l# 

-;i/>2,3,4,5-x h7tH □-i//-i.^> , /7-t?e>-5--r u x>]-^-(i-^^^-4-tr^u v 

;U)^7= F53mg£t#fc. 
HKB^J 13 m li) 

(Z)-{4-[({[4,4- v 7 □ -l-(4- / ? JI/-2- 7 x x;i/?- 7 »/- ;U-5-* H JU)-2,3,4,5- 
fh7th* □-l//-l-^>\/7-fe: tf >-5--f UT>]7tf^}7 = Z)*^] tf^'J xV} 
t>)l#>& r- 7*7^1/ 420mg (^H^X^M 6ml \Z 4MICl/it^X3 L ;i/M 660 M 1 
SriDA^MfCT 1.5 BJ£#Lfc. S^tC^fP^^^" h U 0 A7K^S:»P^, St 

wtx^ Mzxm&L re. %®mzmn&i&*\zxm&L, wmm^^^y^^zx 
nmt. mm&wmisfz. ^$yu^M7A^n7i>^77^- u*/-^ 

fcTfcffi) tCT*j|g|U 4iVHCl/^X5 1 ^W^fflViigMiLfc^, ZM. TOx 
^^TSfe^ L , £>(Z)-[4,4- v 7 P -l-(4- * 7^-2- 7x-J^7V- )l/-5- 

#JI^-;U)-2,3,4,5-t- h7t HO-i//.i-^> , /7t*e>-5-'f U-r>]-Ar-[(4-e^U ->* 
;U)/^]ltl^7 5 FZZimi&WmgZmc. 
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mmm o tm&ajsmzxt&i&M 13-1-13-4 (Dit&w&ntz m id . 



mmm 14 m. id 

(Z).l.{[4,4- V 7 D-l-^ 
h7k Ha-lH-l-^> x /7-t:t!>-5-'f Ux>]7t7^}lf^U v>-4-*>2()0mg<Av 
?PP**> 6im\ 3ml (D^^MlCh Ha + ^7S>-MS 29mg 

43£tf hUX^TS >59 M 1 *iD^MTiCT22B#r B 1JtJ*tfc« r£&£®£Lfc 

^$^->'J*y;^7A^n-7 h^?7^- (7PP*;uA-**y-JH;:Ti& 
m) \zxmubtio sssTX-x^e^iiftu iM*©(z>4,4-y7j^o.5. 

{2-[4^t Kp^W 5/) tf^'J v/]-2-^+yx^'Jx>}-i-(4-^^JU-2-7xx;^ 
7 V*-JU-5-#;U#XJl/)-2,3,4,5--r h7hH n-i//-l-^>V7if t?> 61mg 

lHS(50iJ 14 <h|p|^(D^lCT^iS^J 14-1-14-8 0fls£*9*ftfc (« ll) . 

mmm 15 (* 11) 

(ZH-{[4,4- ">* 7 JU* P -l-(4- * ^;i/-2- 7 x x;^ 7 7-;U-5-# x;U)-2,3,4,5-X 
h7t h* a-i/Z-i-'OVT-tf tf >-5-< Ux>]7-t7 c ;i/}tf^U v>-4-*> 150mg£X 
10ml»;:»#U »»tH7^K26mg*UPAjt«ETHT9l^|BHftl*Lfc. £ 
i«£W£Lfc&. l$§y'J*y>W7A^D7h^77-f - (^nPsfr^A-** 

Ar-(i-{[4^;77;U;t-p-i-(4-pW^^ h 
7t Ha-m-l-^>y7-fc?tf>-5-< Ux>]7-t5 L ;U}tf^Uv>-4-< 'Jf>)t h*7 
x H lOOmg 

Hlffiffll 16 (^11) 

(Z>4,4-v7;i/^D.5-{2-[4-(t KD*5"f 5 / )tf ^ U y7]-2-t+yif U x>}-1- 
(4-^^^.2-7x-;l/7 c 77-;l/-5-*Jl/^x;i')-2,3,4,5-X h7tH P-ltf-1-^ >\Z7-fc* 
tf > 51mg 800 IX L tT U v> 800 1 Oi^tfSSIlCT 8 HSISflMfcL 

7^-(7aP*c;UA(CT^tti) iCT*f^L.ffifeM<7)(Z)-4,4-> ; 7;l/^'P-5-{2-[4-(7 
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.5-*^#-;P)-2,3,4,5-x h7tH □-W-l- / ^> > /7if tf > 36mg 



16 tR»©^fttT*««l 16-1-16-3 ©ffc£tt£»fc (^11) . 

17 (& 11) 

(Z)-[4,4-^7;i/^n-l-(4.^ 5";i/-2-7 x -JlTT^-frS-* ;W^-;U)-2,3,4,5-T- h 5 
t H □-lH-l- / *>*/7iffc!>-5-'f Uf>]#[(l- h U ^U-ltf-'T 5 3^/— ->M--f 
^;U]»K75 H 190mg <Z> 90%^7KW20ml & 6ottCT 1.5 P*M«#Lfc. i§J&£ 

(Z)-[4^v7;U^P-l-(4-^^;P-2-7x-;i/^7y-J!/-5-*;i/^-^)-23A5-^ h7t 
HD-m-l-^> 4 /T-iftf>-5-< U7*>l^-I(lH--r5^\/— ;W-4-^^)^^]B»75 
H HOmg 

HlfcflJ 17 iTO©^t3THMi0!l 17-1 Rtf 17-2 ©fc&#ifc1»fc (^n) c 

*M^Ji8 (Su) 

(Z)-(H[4,4- v7^:tn-l-(4- J* 3^-2-7 xX 
h 7 h H P-lH-l-^> v /7i?t!>-5-< U7 :r >]7-t^;i/}-4-t°^'J vJW)-#-* h*:>-tf- 
/5 L ;P*;U^>^7$ H 140mg h 7 t h'P77>ii 10ml \Zs -30V\ZX 1.05JV 

^^;uu^r7A/vx^;i/x— r;PM28o u i £jbn*.7c 0 4o#££ic:. ±ibo^^;p 
Uf>A«200 i *lnittt««6.' -30t:(cT3Mltj^Lfe. Kj&Wz, wmst 

D#;kMCT»lH) CT»»U milfe7 : E;U7 7X^@#:©(Z)-4,4-x7;i/^D-5- 
[2-(4-7-fe^;U bf * U v / )-2-t+7If U x >]-l-(4^fJP-2-7x n;i/^7 V^-^-S- 
#;i/#-;i/)-2,3,4,5-x h7tH P-l//-l-^>^7ift!> 20mg 



HlMtfiJ 19 (35 11) 
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(ZH4,4-^7;^D.l-(4-yfJl'^7x- J^77-JI/-5-*;l'#-^)-2,3 1 4,5-T h 7 
t h* D-l//-l-^ >\/7iZ fcf >-5--f U 7 s 260mg ©xh^fcF077 20ml 

IC, 1-k KD^v^>Vh»J7 v /-;Hl8mg, 1-Z^*(3-^^ /T'nWk) 
Hfri&m k F-tfc&lfi 167mg, (^^>^;P)[2-{4-t!^U i?JI^)X^]7$ > 600mg, 

h u x^;u7= > 310 u i *jjpa. i8 mmmwLTz. s.im\zffiamt*xi- 

i0mi £»«PU &ft£8? i.&anx9-)Vto n lfcira*.. lraSftJt*T 4.5 RlflNUtL fc. 

m&®£u **/-;nomi *in^fti«Ha«ET4j WFiaaw^ufc. ifii«, 
j^7A^o7h^7^- (^oo^A-^^y-;ncT^m) (crttsufc. 

»e*l&38S 22mg ZffifcX?)}, 0.1ml fcjgWBU 4JVHC3/»»X^;WS* 30 W I £JP 

;u*D-5-(2-{4-[2-(^>v;i/7i/)x^;i/]t^u i?;}*t*yif'Jf>)-i^^ 

HfflHlL 14mg 

20 (St 11) 

(^-[(i-U^-^^d-i-^;*^!^-^ 
h 7 b KP-l//-l-^>V r 7-t?tf>-5-'TU x>]7-b^;P}-4-e^U h U 7JU*n 
7-fe?\>l')7 5. J }&B.X3-)V 250mg OX^ / 5ml (CmS?* U "7 A lOOmg <Z>* 
882ml £1)0*.* MfcT3BM«#Lfc. »«S3c». 7K$riJP^. »»X*MUCT 
ft#Lfc MA) . *S£8M4{fcU BKx^HCTttlHLfc. ^r«B*fiSft^ 
«[*tT«t^, &*ffi»T^*->£ ACTE&U »JKS®*Lfc. t#e>ftfc£££ 
£3&U j|fe7 : Eil'777ttl#l5(Z)-[(l-{[4 ) 4-*> , 7^tD-l-(4-^fJW2-7i;;i/ 
f7 l /-Jl'-5-A;^-J^2 1 3 ) 4 ) 5-f h7 k FD-l/f-l-^> 4 /7-tfe>-5-< U"r>]7 

w;u}-4-tf^'j ->*;i/)( h u 7;wo7tf;i')75 j 60m g £f#fc 0 

»01J21 (31 11) 
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t H D-l//-l-^ > VT-if t? >-5-< U x >]7-fe3MU}-4- IM 'J v^)7 5 y Jgf&X^P 
30mg £*#fc. 

HJS^J 22 11) 

h7t b*p-i#-i-^>77Hffc:>-5->f 'jy ; >]7-ti5 l ;i/M-t!^ i J v^x h 'J 

7-fe^-;P)7 5 J ]BWtX^-)V 240mg <£>X^ / -JH&fS 5ml \Zm^ 'J A lOOmg £>7K 

mimiein*.. 4ot:icTi8«HWJi»ufc. wmtztox. mmx.^ 

;n-f^«k ofcftflsu Wfe^*©(z)-[(i-{[4,4-v7;i/^p-H4->^;u-2-7xx 

^^77-^-5-*;i/^x;U)-2,3,4,5-x h7t K P-l/f-1-^ > 77 ■£ fc? >-5--f Uf>] 
7'fe^>'^}-4-t!^ , ; v;U)7 5 / ]M 40mg 

HJS^J 23 m 11) 

(zhh^-v^i^p-i-^^i^-^xx;^ 

3L^)V 150mg 5ml fciSWBU mWSt 1ml £*n*-. 50t;HT 18 B#|BHft#Lfc. 

KJfcf££7KT#»5&. Bft&x^UCTHlfflLifc. W«E£fflfn£&*K:Tifei*l& & 

KD7 7>10mlK:»*L, 1-t KP*v^>7HJ77-;i/60mg, l-X^;|/-3-(3-v 

^^;i/7 5y^Dt:;i/)*;i/#^s H-ifi»Jfi90mg, 28%7>^-7tK 200 m 1 £ 

• KX^HrrtttHLfc. ^«JI£fi&fllfc!fi*K:T»ci3K Wi^n^^ACTftjia, 

>{cx^tB) \zxmmvtz. f»6 > nfc»$*x^y-;i/«tottftftL. 
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(Z)4l-{WS'7 )V0rU-l-{4-* 3~)V-2-7 x=;U^7 % /-JW-5-*;U#=;P)-2A4*5-xh 
7k FP-lff-l-^>77-t?tf>-5--r Ux>]7-fe3\M/}tr^US?>-4-'f Ux>)St®7 
5 F 40mg £#fc. 

(3111) 

(Z).4,4-y7JWD-5-{2-[4-(t: h'D + H 5 /) fc^'J ->V]-2-**7X^U X^}- 
l-(4.^^;|,.2-7xX;P^77-;P-5-*;^-;i/)-2,3,4,5-x h 7 1 H P-l//-l-^>77 
-tf tf > 150mg Ofh7kFD77 >8tt 10ml KTK^ft^ h U "7 A 47mg, ^P^gf® 
75 H5&ng*iJDA, 0 < CfcT3ll3W«#Lfc. EJS**I»X^;UT?WRU 

nfcSS $ £ ylfJU-f JUck 0 ^Hit b . a«6»*©(Z>-[(l-{[4,4-^ 7 )l* P -1- 
(4->f;i'-2-7i^l'f'7 4 /-Jl/-5-5!j;i'^-Jl')-23,4 ) 5-T h V t F P-li/-l-^>77"tf 

tr>-5-< uf>]7tf;V}t:^ | Jy>-4-'f >jx>)75 /;*-*:>]Bt&7$ f nom g £ 

£3&0!l 24 <h|5lli©7jfe{CT*ffi0iJ 24-1 mS 24-2 0fc£*|£1#fc ll) • 

mmm 25 (a 11) 

(ZH,4-->*7MD-5-{2-[4-(/fJl/7S7) ]-2-t+VXf'J x>}-1-(4- 

;* ^;U-2--7 x -;P^7 7-;U-5-#^#x;U)-23A5-x H 9 1 F P-l#-l-^ >V7M tf 
> 200mg ©7-fe FX h U;i/»?K 5ml Cifflfc* U "7A 30mg, 7*0*9161^ 50 u 1 

sun*, mi:t is mrn&ftvtc. Rfom\zmnmk*.m7- 1 u * 

IHttx^JCTffltULfc. W«Jl*«8?Dft*fcKCT«c*» S^^y^ACXe 

Ufc. S$*'>U*yjl'*7Ai'D'7^77-f- (^70P*;l/A- 
^^y-;KCT»ffl) iCTilSlfc. ft€>nfc383 200mg S7 0DMA 10ml 

fi¥U 4AWO/»Kx?-;P8St500 m i&JpA, SITlWl/fe. U t#e> 

nfc8l£ £x* / v?x^;i/X~7\M'«fc 0 ISAfc U &fi*»*©(z)-[(i-{[4,4- V 

7)VtU-\-{4-*?-)V-2-7 xX;U5 1 77-;U-5-7j;i'#x;i/)-2,3,4,5-7 : - h 5 t F P-l//- 

> 77-t? tf >-5--r u x >]7-b5 l ;u}-4- u vjux^ ^;i/)7 = j ]»ttx5=-;p- 

tttttt 140mg 
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^ffitil 26 11) 

(Z)-4,4- v 7 n-l-(4-*^;U-2- 7 x 
(3-tf*7 tf^7 v>-l-<;U)X^U x>]-2,3,4,5-x h7tK D-l//-l-^>V7-tf k> 
220mgOfh7tHO77>^l8mll:, TkftT. 7kMiti~ h U A 40mg £#Q^.. 

TifcifK lS»7^'>^Al:Tttj|«, £g££v'J7Wk*J7A;7 

£ S 5?x^;px-t-;p J; 0 m&it t , 4se*»*0(Z)-(4-{[4,4- v p-i-(4-/ 3^- 

2-7xX;P5 1 T < /-;U-5-*;U^x;i/).2,3,4,5-T- h7 k KD-l//-l-^>V*7if tf >-5--Y 
'Jx>]7-fe^;U}-2-***V fcT'*7^>-l-'f ;iO»&9Qing 

HJSfll 27 11) 

(4-{[4Av7Jl/tD4-(4-^f;l'-2-7x-;^7y-il'-5-*;^-;i/)-2M5-T h7k 
f>* □-li/-l-^> 1 /7-tf bf>-5--f U x>]7-fc^}-2-**7 ^7V>-M )V)mWLX 
?)V 80mg £t#fco 

£%0J 28 m 11) 

(Z)-3-(4-{[4,4-y7;^D4-(4-/fJl^-2-7ir:j^77-^-5-*J^-;^ 

fh7t Ha-i//-i-^>V7-tik>-5--r ux>]7-fe^;u}tf^7^>-i-'r;u)-3-^+ 

V7ntt/K i90mg £ 5tfCi;:T«JEteJftLfc. SS&WKx^H-Tttaibfc. 

nfc38S£3flfcU «fe7t;U7 7Xttll^:0(Z)-4,4-->*7;U^-P-5-[2-(4-7-fe9 1 ^k 
^ 7 V >-l-< ;i/)-2-^-^ V X^ U x >]-l-(4- * 7)1-2- 7i-J^7 v-ju-5-tj ;u#x 
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HJ&tffl 29 (* 11) 

(Z>3-(l-{[4,4-^7;i/^0-H4-^^;U-2-7x-;l/^7^^-5-*JU#-;U)-2,3,4,5- 
□ lf^->^X^;i/400mg©T-h^t: KD77> : 3-9 J — ;p (l:l) MlOml«C> 7K^ 

;fke^^hU^A36mgSJ!jn^, msr> 28B#r B i»Lfc. K*jK*»»if;w:T 

*MRU IS»ftifi7KK:T«fe», a«T^*->tf ACTft*&, SIS 
a-i-(4-* 9^-2-7 i-J^7 \7-;i/-S-#;i^xJlO-2,3,4,5-T- h7hK P-l//-i-^ > 

77-fe'tr>-5-< Ux>]7ir5 1 ;P}-4-k;^'J v ? ;U)^D/t>-l,3->?^— ;K29a)300mg*5 
e fcrJf^fe7^;U7 7X^@^©(Z)-3-(l-{[4,4-i ? 7;^a.l-(4-^^;P-2-7xX^5 L 7 
y-;k5-^^^x;U)-2,3,4,5-^ h 9 k H p-i/M-^>V7-t: tf >-5-< »J 7 r >]7-tl^ 

;l/}-4-tf^U ->*;P)-3-t: KP*v7°P£^>i?X^!/(29b)90mg£t#fc. 

S*«Oie^(±lUT©mi*^Wr^o Rf - :#^JS^. Ex. :HS£W«^ Sal 
iBgtfc (Free**;) , For.: N M R : eKatt*^^^ HU (4$ 

KLfclMByTMSrtaWS*) . m/z :M##HI (m/z) , pow. : JRfel» 
3fc» amo. :&fe7=EJU77*. oil. ypow. : ««fe»*» o 

pow. :jmfef»* 4 yamo. : »*fe7t^7 7 7* oamo. : »»fe7^U- 
777. Me : >5^US. Et :I^H, P r : 7*P tfJU*. IPr:-<7^Pb! 
JUS, A c : B o c : t e r t -7 h + ^^^-^Sv T r : h VJ- 

jm, B z I : ^>-7JUSo- 
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Rf. 


For. 




1 


pow. 


NMR: (CDCIj); 2.3-2.8(5H,m), 3.3-3.6(3H,m). 3.6-4.1 (3H,m), 6.23( 
1H.S). 6.5-7.3(4H,m). 


2 


amo. 


NMR: (CDCI 3 ); 2.32(3H.s), 2.41 (3H,s), 3.5-3.8(2H.m), 3.9-4.0(1 
H.m), 5.89(1H,S). 7.1-7.4(6H,m), 7.65(2H,d). 


3 


pow. 


NMR: (CDCIJ; 2.33(3H.s), 2.4-2.6(1 H.m). 3.3-3.8(3H,m). 6.23( 
1H,s), 6.5-6.9(2H.m), 7.0-7.3(2H.m). 




Ex. 


Ri 


A 


Sal. 


For. 




1 


-OMe 


Me 




amo. 


NMR: (CDCI 3 ); 2.43-2.63(5H.m), 3.27(1 H.br), 3.81 (3H.s), 
5.02(1 H,br), 5.21 (1H,S), O.S»(l"< a /> »•«*•»•«•»•", 
m), 7.36-7.45(5H,m), 7.68-7.70(2H,rn). 


1-1 


-OMe 






amo. 


NMR: (CDCI,); 2.41(1H,br), 2.74(1H.br), 3.28(1H,br), 
3.83(3H,s). 5.00(1 H.br), 6.18(1H,s), 6.9-7.0(2H,m 
), 7.3-7.6(8H,m). 


1-2 


-OMe 


Me 




pow. 


NMR: (CDCIJ; 2.3-2.5(1 H.br), 2.54(3H,s), 2.6-2.8(1 H, 
br), 3.2-3.3(1 H.br), 3.79(3H,s). 5.03(1H.br), 6.15( 
1H.S), 6.21 (1H.s), 7.06(1 H.d), 7.3-7.5(8H.m). 


1-3 


-OMe 






amo. 


NMR: (CDCI 3> ); 2.15-3.00(3H.br), 3.30(1 H.br), 3.80(3 
H,s); 4.98(1 H.br). 6.12(1H.s), 7.06(1H,d), 7.14-7. 
58(8H,m). 


2 


-OH 


Me 




pow. 


NMR: (CDCW; 2.64(3H,s). 6.24(1 H.s), 7.00(1 H.d). 7.25- 
7.46(7H.m). 7.68-7.70(2H.m>. 


2-1 


-OH 






amo 


NMR: (CDCI 3 ); 2.44(1 H.br). 2.79(1H.br). 3.29(1H,br). 
4.99(1 H.br), 6.22(1 H.s). 6.9-7.0(2H.m), 7.3-7.5(8 
H.m). 


2-2 


-OH 


Me 




pow. 


NMR: (CDCIj); 2.3-2.5(1H.br), 2.54(3H.s). 2.6-2.8(1H. 
br). 3.2-3.3(1H,br). 4.9-5.1 (1H.br), 6.1-6.2(2H,m). 
7.07(1 H.d), 7.3-7.5(8H.m). 


2-3 


-OH 


~& 




amo. 


NMR: (CDCIj); 2.37(1H.br), 2.84(1H,br). 3.30(1H,br). 
5.00(1H.br), 6.17(1H.s), 7.18-7.60(9H.m). 
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Ex. 


Ri 


Sal. 


For. 




3 




HCI 


pow. 


m/z: 553(FAB,M + +1) 

NMR: (DMSO-de); 2.4-2.5(1 H,br), 2.50(3H,s), 2.9-3.4(4H,m), 
4.0-4.4(4H,m) t 4.08(1H,br), 4.42(1H,d), 4.83(1H,br), 5.38( 
1H,br), 6.80(1H,s), 7.15(1H,d), 7.33(1H,t), 7.4-7.5(4^1*), 
7.64(1H,d), 7.73(2H,d), 10.86(1H f br). 


3-1 


-O= o 




amo. 


m/z: 522(FAB,MN-1) 

NMR (CDCy; 1.60(3H,br), 2.51-2.54(6H,m), 2.64(4H,br), 3.8 
4(2H,br), 6.40(1H,S>, 7.01(1H,d), 7.26-7.46(6H,m), 7.68-7. 
70(2H,m). 


3-2 


/ — \. 

"V> 0H 




amo. 


m/z: 524(FAB,M + +1) 

NMR: (CDCy; 1.5-1 .6(2H,m), 1.8-1.9(2H,m), 2.3-2.6(1 H,m), 2 
.63(3H,s), 3.32(2H,br), 3.7-3.8(2H,m), 4.0«4.2(2H,m). 6.34 
(1H,s), 6.98(1 H.d), 7.2-7.5(6H,m), 7.70(2H,d). 


3-3 


/ — V 




pow. 


mte 551(FAB,M*+1) ■ 
NMR: (CDCy; 1.65-1 .80(2H,m), 1.85-2.00(2H,m), 2.39-2.47(2 
H.m), 2.63(3H,s) t 2.84(1H,m), 3.18(1H,m), 3.94(1H,d), 4. 
56(lH,br), 5.41-5.50(2H,br), 6.32(1H,s>, 6.98(1H,d) f 7.24( 
1H,m), 7.34-7.42(4H,m), 7.45(1 H f m), 7.68-7.70 (2H,m). 


3-4 


/ \ 

— N N-Me 

V / 


2HCI 


pow. 


m/z: 523(FAB,M*+1) 

NMR: (DMSO-de); 2.4-2.5(1 H,m), 2.54(3H,s>, 2.79(3H,s), 2.9- 
3.3(3H,m), 3.45(2H,d), 3.64(1 H f br) t 4.09(1 H,d). 4.43(1 H,d 
), 4.83(1H,br), 6.80(1H,s). 7.14(1H,d), 7.33(1H,t), 7.4-7.6( 
4H,m), 7.66(1 H,d), 7.73(2H.d), 1 1.58(1 H,br). 


3-5 


/ — V 
— N N-Et 

\ / 


2HCI 


DOW. 

r v '" 


m/z: 537(FAB,M + +1) 

NMR: (DMSO-de); 127(3H,t), 2.76-2.94(2H,m). 3.16(4H,m), 3. 
51{2H,m), 4.10(1H f m) f 4.44(1H,d), 4.90(1H,br), 6.79(1H,s 
), 7.15(1 H,d), 7.34(1 H,t), 7.42-7.48(4H,m), 7.62-7.64(2H, 
m), 11.20(1H,br). 


3-6 


/ — \ 
-N N-iPr 
\ / 


HCI 


pow. 


m/z: 551(FAB,M + +1) 

NMR: (CDCIJ; 1.4-1 .5(6H,m), 2.73(3H,s) l 3.3-3.5(3H,m), 3.77 
(1H,t), 4.34(1 H,br), 4.73(1 H.d), 6.42(1 H.br), 7.01 (1H t d), 7 
.7.3-7.5(6H.m), 7.86(2H.d), 1 2.97(1 H,br). 


3-7 


\ / 


2HCI 


pow. 


m/z: 553(FAB,M*+1) 

NMR: (DMSO-de); 2.88-3.08(2H,m), 3.25(6H,br), 3.55-3.58(2H 
,m), 3.79(2H,br), 4.09(1H,m), 4.40(2H,d), 6.79(1H,s), 7.1 
5(1 H.d). 7.33(1 H t t), 7.44-7.48(4H.m), 7.64(1 H,d), 7.73(2H 
,d), 10.60dH.br). 


3-8 




2HCI 


pow. 


m/z: 567(FAB,M + +1) 

NMR: (DMSO-de); 2.44(1H,m), 2.51(3H,s), 2.99(1H,m), 3.36(2 
H.br), 3.54(2H,d), 3.76(3H,br), 4.10(1 H,m), 4.35-4.60(8H t 
m), 4.83(1H,br), 6.80(1H,s), 7.15(1H,d), 7.33(1H,t), 7.40- 
7.50(4H f m), 7.65(1 H,d), 7.73(2H.d), 11.32(1H,br). 


3-9 


-n' N-Me 


HCI 


pow. 


m/z: 537(FAB,M + +1) 

NMR: (DMSO-dJ; .2.51 (3H,s), 2.71(3H,s), 6.81(1H.s), 7.14(1 
H,d), 7.2-7.6(6H,m), 7.6-7.7(2H,m), 10.9-11.2(1H,br). 
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3-10 


- N C N ~\_/ 0H 


2HC! 


pow. 


m/z: 567(FAB,M + +1) 

NMR: (DMSO-d 6 ); 1.8-1.9(2H,m), 2.50(3H,s), 3.0-3.3(2H, 
m), 4.0-4.1 (1H,br), 4.43(1H,d), 4.8-5.0(1 H.br), 6.79(1 
H,s) t 7.14(1H,d), 7.3-7.5(5H,m), 7.63(1H,d), 7.73(2H t 
d), 11.27(1H t br). 


3-11 


/ — \ 

Nn -^ N ~ v conh 2 


2HCI 


pow. 


m/z: 566(FAB,M*+1) 

NMR: (DMSO-de); 2.51 (3H,s), 3.17(3H,br), 3.54(1H,br), 4.02 
(2H.S). 6.79(1H,s) f 7.15(1H,d), 7.31-7.35(1 H,m), 7.42-7.5 
0(4H,m), 7.63-7.66(1 H,m), 7.72-7.74(3H,m), 8.09(1H,br). 


3-12 


N — ' CONH, 




pow. 


m/z: 565(FAB,M*+1) 

NMR: (CDCy; 1.1-1.3(3H,m), 1.81(2H,d), 2.1-2.2(3H,m), 2.3- 
2.7(3H,m), 2.63(3H,s), 3.13(1H,t) t 3.87(1 H,d), 4.62(1 H,d), 
5.52(2H,d), 6.33(1 H,s), 6.98(1 H,d), 7.2-7.5(6H ( m), 7.70 
(2H,d). 


O IO 


/ ~ A ^ CONK. 
\ t 


2HCI 


pow. 


m/z* 580fFABM*+1) 

9 1 www I 1 rU^flvl ill 

NMR: (DMSO-de); 2.58(3H,s), 2.67(2H,d), 6.11(1H,s), 7.09-7. 
16(2H,m). 7.31-7.36(1H,m), 7.41-7.46(4H,m), 7.63-7.65(2 
H,m), 7.72-7.74(2H t m). 


3-14 




HCI 


pow. 


m/z: 595(FAB,M + +1) 

NMR: (CDCI 3 ); 2,.44(3H,s), 3.12(2H,m), 3.34(2H,m), 3.48(1 
H,m), 3.66(1H,m), 3.75(3H,s), 4.74<1H,d), 6.32(1H,s), 
7.01 (1H,d), 7.2-7.5(6H,m), 7.69(2H,d). 


3-15 


\ f 


- 


amo. 


m/z: 623(FAB,M*+1) 

NMR: (CDCIg); 1.29(3H,t), 2.63(3H,s), 4.21 (2H,q), 6.32(1 H, 
s), 7.00(1 H,d), 7.3-7.5(6H f m). 7.69(2H,d). 


3-16 


H 


HCI 


pow. 


NMR: (DMSO-de); 2.49(3H,s), 2.78(3H,s), 2.79(3H,s), 3.12-3. 
18(3H,m), 3.52(2H,br), 4.22(2H,br), 4.86(1H,br), 6.61(1H, 
s), 7.09(1 H,d), 7.27-7.31 (1H,m) p 7.42-7.47(5H,m>, 7.75-7. 
78(2H,m), 8.62-8.65(1 H,m). 


3-17 


— — — oi-t 


- 


amo. 


NMR: (CDCI3); 1.5-1.7(2H t m), 1.8-1 .9(2H,m), 2.3-2.7(1 H.br), 
2.63(3H,s), 3.3-3.4(2H,m), 3.7-3.8 (1H,m), 3.9-4.2(2H,m), 
6.34(1 H,m), 6.98(1 H,d>, 7.2-7.5(6H,m), 7.68(2H,d). 


3-18 




- 


amo. 


NMR: (CDCy; 1.6-1.7(4H,m), 2.65(3H.s), 3.4-3.5(2H,m), 3.6- 
3.7(2H,m). 6.32(1 H,s), 6.72(1 H.br), 6.99(1 H,d), 7.2-7.5(6 
H,m). 7.68(2H,d). 


3-19 






amo. 


NMR: (CDCIJ; 2.64(3H,s>. 3.5-3.6(4H,m). 3.7-3.8(2H 1 m). 3.9- 
4.0(2H,m). 6.49(1 H,s), 6.99(1 H,d). 7.2-7.5(6H,m), 7.21(2 
H,d). 


3-20 


| IN-DZJ 


HCI 


pow. 


NMR: (DMSO-de); 1.85-1.98(4H,m), 2.48(3H,s>, 2.99-3.1 5(3H, 
m), 3.31-3.33(2H,m), 3.81-3.90(1 H,m), 4.23-4.32(2H,m), 
6.53(1H,s), 7.07(1H,d), 7.25-7.29(1 H,m), 7.39-7.51 (8H,m), 
7.62-7.64(2H,m), 7.74-7.75 (2H,m), 8.51 (1H,d). 


3-21 


o 


HCI 


pow. 


NMR: (CDCt); 2.1-2.2(2H,m), 2.2-2.3(2H,m), 2.63(3H,s), 2.8- 
2.9(2H,m), 3.3-3.4(2H,m), 3.7-3.9(4H,m), 6.45(1 H.s), 6.92 
(1H,d), 7.2-7.4(5H,m), 7.55(1 H,m) t 7.73(2H,d), 8.44(1 H,m 
), 12.08dH.br). 



38 



WO 98/39325 



PCT/JP98/00916 



3-22 


— 


HCI 


pow. 


NMR: (DMSO-dg); 1.6-1.8(4H,m), 2.50(3H,s), 2.9-3.0(2H,m 
), 3.1«3.2(2H,m), 3.33{3H,br), 3.4-3.6(4H,m), 6.59(1 H, 
$), 7.08(1 H,d) f 7.3-7.5(6H,m), 7.76(2H,d), 8.65(1 H,t), 
iu. ion n f urj. 


3-23 




- 


pow. 


NMR: (CDCy; 1.2-1.4(2H.m), 1.5-1.7(2H,m), 2.3-2.5(1 H.br 
), 2.64(3H,s). 3.8-3.9(4H.m), 3.95(2H,m), 6.28(1 H.s), 
6 98(1 H d) 7 3-7 5(6H rrri 7 68f2H (ft 


3-24 




HCI 


pow. 


NMR: (CDCI3); 1.98-2.19(4H,m) f 2.62(3H,s), 2.87(2H,br), 
3.11-3.14(2H,m), 3.30-3.51 (5H,m) f 3.97(2H,br), 4.24(2 

, 7.33-7.41 (4H,m), 7.52(1 H,m), 7.69-7.72(2H,m), 7.87( 
1H,t). 


3-25 


-o 




sm o. 


NMR* fCDCLV 1 55-1 .66(1 2H.m). 2.63(3H,s) f 3.46(2H,br). 
6.33(1H,s), 6.98(1H f m), 7.34-7.42(5H,m) ,7.45(1 H,m>, 
7.68-7.70(2H,m). 


3-26 






amo. 


NMR: (CDCIg); 2.63(3H,s), 3.5-3.6(2H,m), 3.6-3.7(6H,m), 


3-27 


/ — \ 


- 


amo. 


NMR: (CDCI3); 1.25-1.32(2H,m), 2.63(6H,br), 3.80(2H,br), 
6.30(1 H.S), 6.99(1 H,d), 7.28(1 H,m), 7.34-7.41 (4H,m). 
7.44(1 n,m), 7.6S-7.70(2rl,m;. 


3-28 




- 


amo. 


NMR: (CDCI 3 ); 1.57(3H,br), 1.61-1,63(2H,m), 1.83-1.87(2H 
,m), 2.63(3H,s), 3.36(6H,br), 3.36-3.48(2H f m), 3.70(1 
H m\ fi Q7M Hd) 7 23M Hm) 7 34-7 42(5H m> 7 45f 
1H,m), 7.68-7.70(2H,m). 


3-29 


HO-\ 

w 


- 


amo. 


NMR: (CDCI3); 1.5-2.0(4H,br), 2.3-2.7(2H,br), 2.67(3H,s), 
4.5-5.0(2H,m), 6.2-6.5(1 H,m>, 6.97(1 H,d), 7.2-7.5(6H, 

Illy, / .057^tTl t U/. 


3-30 


/-OH 

-o 


- 


amo. 


NMR: (CDCI3); 1 .5-2.0(4H,br) f 2.3-3.0(2H,br), 2.63(3H,s), 
3.2-3.4(2H,br), 4.9-5.1 (1H,br), 635(1 H t d) f 6.97(1 H,t), 7 
.2-7.5(6H t m) t 7.69(2H,d). 


3-31 


/ — \ OAc 




amo. 


NMR: (CDCIa); 1.57(4H,br), 1.77(2H,m), 1.91 (1H,m). 2.05{ 
3H,s>, 2.63(3H,s), 2.69(1 H,m), 3.11(1H,t>, 3.90(1 H.br), 
3.94(2H,m), 4.65(1 H,m), 6.98(1H,d) t 7.23-7.27 (5H,m) 
, 7.45(1 H.m), 7.68-7.70(2H.m>. 


3-32 




- 


pow. 


NMR: (DMSO-dJ; 0.98-1. 18(2H.m) f 1.52(2H,br) l 1.64-1.72 
(3H,m). 1.99(3H,s), 2.52(3H,s), 2.59-2.65(1 H,m), 3.02 
(2H,br), 3.85-3.88(1 H,m), 4.04(1 H.br), 4.35(1 H,br), 4.7 
0(1H ( br) t 6.78(1H,S), 7.12(1H,d), 7.29-7.33(1 H,m), 7.4 

7 KAIKU m\ 7 7KJ7 ftfWOUl m\ 


3-33 


-N^^-NHBOC 




yamo. 


NMR: (CDCIJ; 1.44(9H.s). 1. 89-2.1 1(4H,m), 2.63(3H,s). 2. 
77-2.83(1 H,m). 3.16-3.23(1 H,m), 6.32(1H.s), 6.98(1H, 
d), 7.18-7.44(7H,m), 7.68-7.70(2H,m). 


3-34 






pow. 


NMR: (DMSO-de); 0.84-0.88(1 H.m). 1.22-1,40(4H.m), 1.74 
-1.79(4H,m), 2.52(3H,s), 2.85(1H,br). 3.21 (2H.br), 3.8 
1(2H.br). 4.20(1H.br). 4.82(1H.br). 6.81(1H,s). 7.13(1 
H,d). 7.29-7.33(1 H.m). 7.41-7.49(4H.m). 7.54-7.56(1H, 
m). 7.74-7.76(2H,m). 7.88(1 H.d). 
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3-35 






amo. 


NMR: (DMSO-de); 1.11-1.20(2H.m), 1.45(9H,s), 1.71-1.78( 
3H,m) t 2.63(3H,s), 2.65-2.75(2H,m), 3.25(2H,br), 4.12( 
2H,br), 6.07(1H,br), 6.35(1H,br), 6.98(1H,d), 7.26-7.30 
(1H,m), 7.33-7.45(5n,m) t 7.57-7. 70(2H,m}. 


3-36 


-O-O 


HCI 


pow. 


NMR: (CDCI3); 2.64(3H,s), 2.6-2.7(1 H,m), 3.1-3.4(4H,m), 4 
.0-4.2(3H,m), 3.4-3.5(2H,m), 4.8-4.9(1 H,m). 6.34(1 H,s) 
, 7.00(1 H,d), 7.2-7.5(6H t m), 7.70(2H,d). 


3-37 




- 


amo. 


NMR: (CDCI3); 1.57(3H,t), 1.68-1.74(2H,m), 1 .92-2.00(2H, 
m), 2.56(1 H,m), Z63(3H,s), 2.95(1 H.br), 3.9-3.25(2H, 
m), 3.86(1H,m), 4.15(2H,q), 4.44(1H,br), 6.32(1H,s), 6 
.98(1 H,d), 7.25(1 H,m), 7.34-7.40(4H,m), 7.45(1 H,m), 7 
.70(2H,m). 


3-38 


/ — \ 

— N N-Boc 
\ / 




amo. 


NMR: (CDCI3); 1.47(9H,s), 1.55(6H,br), 2.63(3H,s), 3.49(6 
H.br), 6.32(1 H,s), 6.99(1 H.d), 7.33-7.40(5H,m), 7.43(1 
H.m), 7.68-7.70(2H,m). 


3-39 


/— V /-NH80C 


- 


amo. 


NMR: (DMSO-da); 1.46(9H,s), 1.80(1H,br), 2.42-2.56(7H,m 
), 2.63(3H,S), 3.24-3.56(7H,m), 6.34(1 H.br), 6.49(1 H.br 
), 6.98-7.00(1 H,m), 7.23-7.30(1 H,m), 7.34-7.47(5H,m), 
7.68-7.71 (2H,m). 


3-40 


/ \ CN 
— N N—' 
\ / 


2HCI 


pow. 


NMR: (DMSO-de); 2.52(3H,s), 2.69-2.75(3H,m), 3.65(3H,br 
), 4.03(2H,br), 6.82(1 H,s), 7.13(1 H,d), 7.30-7.34(1 H,m) 
. 7.41-7.49(4H,m), 7.60(1H,m), 7.74-7.76(2H,m>. 


3-41 


/-\ pop 


HCI 


pow. 


NMR: (DMSO-dg); 1.25(3H,t), 2.51 (3H,s), 3.19(4H,br), 4.24 
(2H,q), 4.30(2H,br), 6.80(1 H,s), 7.14(1H,d), 7.31-7.35( 
1H,m), 7.42-7.50(4H,m) t 7.63-7.65(1 H,m>. 7.72-7.74(2 
H,m). 


3-42 


> / v=/ 


HCI 


pow. 


NMR: (DMSO-de); 2.52(3H,s). 3.25(4H,br), 3.74(4H,br), 7.1 
3-7.1 6(3H t m), 7.29-7.34(3H,m), 7.41-7.49(4H,m), 7.60( 
1H,m), 7.74-7.76(2H,m). 


3-43 


Me 

/ — \ / — \ 

-OO 


HCI 


pow. 


NMR: (DMSO-dJ; 2.30(3H,s), 2.51 (3H,s), 2.8-2.9(4H,m), 3 
.6-3.7(4H,m), 6.84(1 H,s), 7.0-7.5 (9H,m), 7.74(1 H,d), 7. 
76(2H.d). 


3-44 


^ N =/ 


HCI 


pow. 


NMR: (DMSO-de); 2.53(3H,s) f 3.18(1 H,br), 3.69-4.55(1 1H, 
br), 4.83(1 H.br), 6.86(1 H,s), 6.93(1 H,t), 7.14(1 H ( d), 7. 

d), 7.94(1 H,t), 8.08(1 H.m). 


3-45 




HCI 


pow. 


NMR: (CDCI 3 ); 2.69(3H t s), 3.8-3.9(2H,m), 6.36(1 H,s), 6.89 
(1H.br), 7.00(1 H t d), 7.2-73(7H t m), 7.78(2H,d), 8.59(2 
H.d). 


3-46 


IM IN 

H 


HCI 


pow. 


NMR: (DMSO-de); 2.51 (3H,s), 6.78(1 H,s) t 7.09(1 H.d), 7.18 
-7.21 (1H,m), 7.28-7.32(1 H,m), 7.41 -7.48 (4H t m), 7.56-7 
.57(1H,m), 7.76-7.77(2H,m), 7.87-7.91 (1H,m), 8.09(1H 
,d), 8.36(1 H,d), 11.35(1H,br). 


3-47 


H 


- 


pow. 


NMR: (DMSO-de); 2.52(3H,s), 2.56(1H f br), 3.18(1H,br), 4.9 
0(1H ( br), 6.81 (1H.S), 7.12(1H t d), 7.30-7.34(1 H,m), 7.3 
7-7.52(6H,m), 7.76-7.78(2H,m) f 8.06-8.08(1 H,m), 8.31 ( 
1H,d), 8.78(1 H,d), 1 0.54(1 H.br). 


3-48 






amo. 


NMR: (CDCI3); 2.58(3H,s) t 4.55(2H f d) ) 6.25(1 H,m), 6.37(1 
H.s), 6.94(1 H,d), 7.2-7.5(1 1H,m), 7.66(2H.d). 


3-49 


^«~0 


HCI 


pow. 


NMR: (DMSO-de); 2.40(1H,br), 2.49(3H,s), 2.67(1H,br). 3.1 
5(1H,br), 4.69(2H,br), 4.87(1 H.br), 6.69(1 H,s), 7.09(1 H 
,d), 7.28-7.31 (1H,m) f 7.41-7.47(5H,m) t 7.75-7.82(4H ( m 

I ). 8.4K1H.8. 8.79(1H,m), 9.20{1H.t). 
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3-50 




HCI 


pow. 


NMR: (DMSO-de); 2.40(1 H.br), 2.49(3H,s), 3.20(1 H f br), 3.7 
0(1H,br), 4.60(2H,br), 4.80(1H,br), 6.68(1H,s), 7.09(1H 
,d), 7.29(1 H.t), 7.40-7.47(5H,m), 7.74-7.76{2H,m), 8.0 
ft-R1?MHrrrt 8 53f1Hcfl 8 86MHm) 9 18f1Hti 


3-51 




HCI 


pow. 


NMR: (CDQ3); 2.70(3H,s), 4.75(2H,s), 6.56(1 H,s), 6.97(1 H 
,d), 7.2-7.7(5H,m), 7.9-8.0(4H,m), 8.60(2H t br) f 9.13(1 
H,br). 


3-52 


TtfV 

N 
Tr 


- 


amo. 


NMR: (DMSO-de); 2.62(3H,s), 4.45(2H,br) l 6.35(1 H,s), 6.5 
Q-6.53(1H,m), 6.81(1H,d), 6.95(1H,d), 7.11-7.43(22H, 
m), 7.68-7.70(2H,m). 


3-53 




HQ 


amo. 


NMR: (DMSO-de); 2.49(3H,s), 2.83-Z87(2H,m), 3.40-3.55( 
5H.m), 6.53(1H,s), 7.07(1H,d), 7.26-7.30(1 H,m), 7.38- 
7.49(6H,m), 7.74-7.76(2H,m), 8.50(1 H,t), 9.02(1 H,d). 


3-54 




HC! 


pow. 


NMR: (DMSO-de); 2.4-2.5(2H,br), 2.51 (3H,s), 2.7-2.9(2H,m 
), 2.6-2.7(1 H,m), 3.87(2H,s), 4.6-4.9(3H,m). 6.94(1 H,s) 
, 7.15(1 H,d), 7.3-7.8(8H,m), 8.98(1 H,d). 


3-55 




HQ 


pow. 


NMR: (DMSO-de); 2.53(3H,s), 3.10-3.20(2H,m), 3.94(2H,br 
), 4.86(2H,br) f 6.93(1H,s), 7.14-7.17(1 H,m>, 7.32-7.36( 
1H,m), 7.40-7.49(5H,m) t 7.66-7.81 (4H,m), 8.67-8.70(1 
H,m). 


3-56 


O 

— N y 


- 


pow. 


NMR: (DMSO-de); 1.42(1H,br), 1.82(4H,br), 2.33(1 H.br), 2. 
67(1 H.br), 2.93(3H,br), 4.62(1 H.br), 6.69(1 H.s), 7.03-7 
.78(11H,m>, 8.25(1 H,d). 


3-57 


/ — S 

-N N— v /-^ 
^ >-0 OH 


2HQ 


pow. 


NMR: (DMSO-de); 2.51 (3H,s), 2.8-3.9(1 4H f m), 4.0-4.2(1 
H.br), 4.40(1 H,d), 4.8-5.0(1 H t br), 6.80(1 H T s) f 7.15(1 
H,d), 7.3-7.5(5H,m), 7.64(1H t d), 7.73(2H,d), 11.13( 
1H,br). 


3-58 


/ — v 

-N N"\ /-\ 

W N^ N o 
> f 


3HQ 


pow. 


NMR: (DMSO-dJ; 2.50(3H.s), 2.7-5.0(24H t m), 6.80(1 H,s), 
7.15(1 H,d>, 7.3-7.6(5H,m), 7.66(1H f d), 7.73(2H,d). 


3-59 




2HQ 


pow. 


NMR: (CDCI 3 ); 2.60(3H,s), 2.95(6H,s), 3.0-3.7(6H,br), 3.85 
(4H,d), 4.02(2H,br), 4.97(1 H.br), 6.39(1 H,s), 7.01 (1H. 
d), 7.2-7.5(6H,m), 7.72(2H,d>, 1 2.36(1 H,br). 


q en 

o-ou 






pow. 


NMR* iTlM^O-ri V P Ofl-P !1f?H m\ 2 *52(3H 3 16(1 H b 

iNivin. ^UlVIOU'UgJ, t.UU c.. 1 \\CV\ % \\\)^ t.Jc\on,o/, <j. iuyiii|U 

r), 3.40-3.45(1 H,m), 4.49-4.53(1 H,m), 6.80(1 H,s). 7.13 
(1H,d), 7.30-7.34(1 H,m), 7.41-7.49(4H.m), 7.57-7.59(1 
Hm) 7 74-7 76f2H m). 


3-61 


-of 

N — ' N-OMe 
Me 




yamo. 


NMR: (CDCLj); 1.67-1.86(3H f m), 2.63(3H,s), 2.80-2.92(2H, 
m), 3.14-3.24(4H,m), 3.71(3H,s), 3.94-3.97(1 H,m), 4.5 
8(1H,br), 6.34(1H,s), 6.97(1H,d), 7.23-7.24(1 H,m), 7.3 
5-7.40(4H,m) t 7.45-7.47(1 H,m), 7.69-7.70(2H,m). 


3-62 


7 C0 2 EI 




amo. 


NMR: (CDQ 3 ); 1.28(3H,t), 1.59(3H,s), 2.3-2.4(2H,m), 2.64 
(3H,m), 3.61(1H,br), 4.16{2H,q), 5.75(1H,d>, 6.36(1H, 
d).'6.99(1H,d), 7.3-7.5(6H,m), 7.69(2H,d). 


3-63 


-O 

>— ' C0 2 Et 




amo. 


NMR: (CDCi 3 ); 1.2-1.3(6H,m), 1.6-1.7^H.bi), 2.0-2.1 (1H t 
m). 2.2-2.7(8H,m), 3.13(2H,t) ( 3.88(1H,d), 4.13(2H,q), 
4.61(1H,d), 6.32(1H,s), 6.97(1H,d) f 7.2-7.5 (6H,m), 7.7 
0(2H,d). 
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3-64 


\ t 


HCI 


pow. 


NMR: (DMSO-de); 1.20(3H,t), 1.92(2H,b), 2.4 
9(3H,s), 4.08(2H,q), 6.77(1H,s), 7.15(1 
H,d), 7.34(1 H,t), 7.4-7.5(4H,m), 7.61(1 

H ri\ 7 70OU ei\ 
(1,11/, / . / £\£.n,\j] . 


3-65 


— n' Yih 

0 




amo. 


NMR: (CDCI3); 2.63(3H,s), 3.4-3.5(2H,m), 3. 
8-3.9(1H,br), 4.3-4.4(2H,m), 6.1-6.2(1H, 
m), 6.32(1 H,d), 7.00(1 H,t>, 7.3-7.5(6H, 
m) f 7.6-7.7(2H,m). 


3-66 


-N^N^CONMe 2 


HCI 


pow. 


NMR: (DMSO-cy; 2.51 (3H,s), 2.92(3H,s), 2.9 
5(3H.s), 4.39(2H,s), 6.81(1H,S>, 7.15(1 H,d 
), 7.31 -7.36(1 H,m), 7.41-7.48(4H,m), 7.62 
-7.65(1 H,m). 7.72-7.75(2H,m). 


3-67 




HCI 


pow. 


NMR: (DMSO-d 6 ); 2.20(1H,br), 2.66(1H,m), 
3.06(2H,br), 3.1 5-3.25 (2H,m). 3.33(2H,s 
). 3.52(1H,br), 3.76(2H,d), 4.82(1H,m), 
5.32(1 H.br), 6.51(0.5H,s), 6.71 (0.5H.S), 
7.07(0.5H,d), 7.15(0.5H,d), 7.31(1H,m), 
7.39-7.53(4H,m), 7.75(2H,d), 9.31 (0.5H. 
br), 9.71(0.5H,br), 10.51 (1H,br). 


3-68 


- N ^H 0 C ° 2B 


- 


amo. 


NMR: (CDCI3); 0.88(3H,t), 1.09(1H f t), 1.19- 
1.32(7H,m), 1.60(4H,m), 1 .77-1 .82(3H, 
m), 2.63(3H,s) t 2.79(1H,m), 3.22(1H,m), 
3.37-3.52(2H,m), 3.94-4.06(3H,m), 4.1 
6(1 H,q), 4.24(1 H,q), 6.33(1 H.s), 6.96(1 
H,d), 7.24(1 H.m). 7.34-7.46(5H,m), 7.69 
(2H,m). ! 


3-69 


/ — v MeN-v 
-nJM q V CX) 2 Et 


- 


amo. 


NMR: (CDCI3); 1.23-1.29(4H,m), 1.57(3H,s). 

1.68-1.82(3H,m), 2.55-2.61 (3H,m) t 2.6 
3(3H,s), 2.85-2.95(2H,m), 3.09(2H,s), 3. 
19(1H,m), 3.55-3.70(2H,m), 3.96(1H,m), 

4.06-4.1 9(2H,m), 4.57(1 H,m), 6.33(1 H. 
s>, 6.96(1 H t d) ( 7.23(1 H,m), 7.35-7.52(5 
H,m), 7.69(2H,m). 


3-70 


— N }—i CO,Et 


- 


amo. 


NMR: (CDCI3); 1.27(3H,t). 1.6-1.8(2H,m) f 1.8 
-2.0(2H,m), 2.4-2.5(2H,m), 2.63(3H.s). 
2.8-2.9(1 H.br), 3.19(1H,t), 3.95(1H,d), 4 
.03(2H,d), 4.22(2H,q), 4.54(1 H t b), 4.97( 
1H,b), 6.00(1 H,b), 6.32(1 H,s), 6.97(1 H, 
d), 7.3-7.5(6H,m), 7.69(2H,d). 


3-71 






yamo. 


NMR: (CDCI3); 1.16-1.29(5H,m), 1 .69-1 .78<2H, 
m), 2.30-2.35(2H,m), 2.60-2.68(4H,m), 3.8 
5-3.90(1H,m). 4.13(2H,q), 4.58-4.62(1 H,m) 
, 6.32(1 H,s), 6.97(1H,d), 7.21 -7.27(1 H,m), 
7.34-7.47(5H,m), 7.68-7.71 (2H,m). 


3-72 


i / — v MeN^ 
_ m \ / rjn Ft 




amo. 


NMR: (CDCI3); 1.2-1.3(3H,m), 1.7-1 .8(3H,m), 
2.63(3H,s), 2.7-2.8(1 H f br), 3.13(3H t s), 
3.2-3.3(1 H t m) f 3.9-4.0(1 H,m), 4.1-4.3(4 
H,m), 6.33(1 H,s), 6.96(1 H,d), 7.3-7.5(6 
H,m), 7.70(2H,d). 


3-73 


^ /-C0 2 Et 

_, 0~C 




amo. 


NMR: (CDCIJ; 1.24-1 .32(4H,m), 1 .88-1 .94(2H f 
m), 2.63(3H,S), 3.1 6-3.23(1 H.m), 3.50(2H 
,s), 3.90-3.95(1 H,m), 4.19(2H,q). 6.31(1H 
,s), 6.98(1 H,d), 7.23-7.28(1 H,m), 7.34-7.4 
5(5H,m), 7.68-7.71 (2H,m). 



42 



1 *T 


0 




amo. 


NMR: (CDCI3); 1.28(3H,t), 1.4-1.5(2H,m), 1.9 
9(2H.d), 2.63(3H,s), 4.20(2H,q), 6.32(1 
H,s), 6.98(1 H,d), 7.2-7.5(6H,m), 7.69(2 
H,d). 


3-75 


^co^t 

— N Vo 

N / 




yamo. 


NMR: (CDCI3); 1.24-1 .31 (4H,m). 2.63(3H,s), 4. 
11(2H t s), 4.21 (2H,q), 6.33(1 H,s), 6.96-6. 
99(1 H,m), 7.21 -7.27(1 H,m), 7.34-7.40(4H, 
m), 7.44-7.46(1 H.m), 7.68-7.71 (2H,m). 


3-76 


/ V O-A 

-N )— ' C0 2 Et 


- 


yamo. 


NMR: (CDCI3); 1.25-1 .31 (4H t m), 2.63(3H,s), 3. 
06-3.12(1 H.m), 3.39-3.41 (1H,m), 4.04-4.2 
5(4H,m), 6.33(1 H,s), 6.96-6.99(1 H.m), 7. 
20-7.26(1H,m). 7.36-7.46(5H,m>, 7.68-7.7 
1(2H,m). 


3-77 


V / 


_ 


amo. 


NMR: (CDCI3); 1.29(3H,t), 2.63(3H,s>, 4.19(2H 
f q) t 5.81 (1H,d), 6.32(1 H,s), 6.84-6.92(1 H. 
m), 6.98(1H,d), 7.22-7.28(1 H,m), 7.35-7. 
39(4H,m), 7.44-7.46(1 H,m), 7.68-7.71 (2H, 
m). 


o-/o 


Me Me 

IVIC7 IVIC7 

/ — ^ X 

— N N CO,Et 


HCI 


pow. 


NMR- fCDCLV 132(3Hti 1.89(6H$). 2.66(3 
H,s>, 2.7-4.0(3H,m), 4.28(2H,q), 4.73(1 
H,d), 6.34(1H,s), 7.00(1H,d), 7.3-7.5(6H 
,m), 7.73(2H.d). 


3-79 


/ \ . 

M M-cl 

IN IN \1 

V / 


HCI 


pow. 


NMR: (CDCI3); 0.93(2H,m), 1.60(2H,m), 2.4- 
2 7f5H vn\ 2 9-3 2f2H m\ 3 5-3 7f4H 
, 3.9-4.3(4H,m), 4.69(1 H.d), 6.39(1 H,s), 
7.02(1 H.d), 7.3-7.5{6H f m), 7.72(2H,d). 


3-80 


Me 

-N N C0 2 Et 


HCI 


pow. 


NMR: (CDCy; 1.33(3H,t) t 1.6-1 .9(4H,m), 2.3 
-2.6(1 H,br), 2.64(3H,s), 3.42(4H,br>, 4. 
02f2H bri 4 28f2H a) 4 75(1 H br) 6 3 
3(1H,s>, 6.99(1 H f d), 7.3-7.5(6H,m), 7.6 
9(2H,d). 


3-81 


/ V ^ en Ft 
v / 


2HCI 


pow. 


NMR: (DMSO-de); 1.21 (3H,t), 2.4-2.6(4H,m). 
2.97(4H f m), 3.23(1 H.br), 3.3-3.6 (4H,m), 
4.11(2H,qV, 4.42(1 H,d), 6.80(1 H,s), 7.1 

4M H 7 3-7 5f5H m) 7 64M Hd) 7 73 

(2H,d), 11.85(1 H.br). 


3-82 


0 


- 


amo. 


NMR: (CDCI 3 ); 1.25(3H,t), 1.39(2H,m), 1.97 
(2H,br), 2.45(3H,t). 2.63-2.68(6H,m), 3. 
22(1H,m). 3.87(1H,m), 4.02(1H,m). 4.14 
(2H,q), 4.55(1 H.br), 5.63(1H,d), 6.32(1 
Hs) 6 98(1Hd) 7 36-7 40(6H.m). 7.69- 
7.70(2H,m). 


3-83 


o 

-N VNMe C0 2 Et 




amo. 


NMR: (CDCI 3 ); 1.26-1.30(4H,m), 1.36-1.45(4 
H,m>. 1.61(3H,s), 1.98(1H,br), 2.63(3H, 
s), 2.88(1 H f m), 3.21-3.30(2H,m>. 3.85(1 
H,br), 4.02(1 H,m), 4.19(2H,q), 4.50(1 H t 
br), 6.32(1 H f s), 6.57(1 H,br), 6.98(1 H,d), 
7.34-7.45(5H,m), 7.69(2H,d). 


3-84 


> — r O 




amo. 


NMR: (CDCI 3 ); 1.27(3H,t) p 1.61-1 .71 (6H,m), 
1.80-1 .93(2H,m) t 2.31(1H,m) t 2.52(2H,t 
), 2.63(3H,s), 2.79(1H,m), 3.16(1H,m). 
3.51(2H,q), 3.94(1H,d), 4.13-4.18(2H,m) 
, 4.55(1H,m), 6.18(1H,m), 6.32{1H t s), 6 
.97(1 H,d), 7.22(1 H,m), 7.34-7.69(5H,m), 
7.70(2H,m). 
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3-85 






pow. 


NMR: (CDCy; 1.4-1.5(2H,m). 1.7-1.8(2H,m), 
2.33(3H,S), 3.06(3H,s), 3.94(1 H,d), 4.7 
0(1 H,d), 6.33(1 H f s), 6.99(1 H,d) f 7.3-7.5 
(6H.m), 7.69(2H,d). 


3-86 


0 


HCI 


pow. 


NMR: (DMSO-de); 0.96-1 .15(1 H,m). 1.47(3H,m 
), 1.68-1 .72(1 H,m). Z14(2H,m). 2.52(3H t s 
). 2.75(3H.s) l 2.77(3H,s), 3.07-3.1 3(4H,m) 
, 3.87(3H,m), 4.33-4.37(1 H,m), 6.78(1 H,s) 
, 7.12(1 H,d), 7.29-7.33(1 H,m) f 7.40-7.47(4 
H,m), 7.52-7.54(1 H,m). 7.74-7.77(2H,m), 
8.20(1 H.m). 


3-87 


0 


- 


amo. 


NMR: (CDCIJ; 1.16-1.29(5H,m), 2.18(2H,t), 2. 
52(2H,t), 2.63(3H,s), 3.48-3.54(2H,m), 4. 
15(2H,q), 6.32(1 H,s), 6.96-6.98(1 H,m), 7. 
21-7.26(1H,m), 7.34-7.46(5H f m), 7.68-7.7 
1(2H,m). 


3-88 


-N^N^^CONH, 


HCI 


pow. 


NMR: (DMSO-dfi); 1.91 (2H,m). 2.18(2H,m), 2 
.50(3H,s), 2.7-3.3(2H,m), 2.9-3.2(2H,m), 
2.43(1H,d), 6.78(1H.s), 6.92(1H,s>, 7.1 
5(1H,d), 7.33(1H t t). 7.4-7.5(4H,m), 7.63 
(1H,d), 7.73(2H,d>. 


3-89 


0 

/ — ^ )-NHMe 
— N N— ' 


HCI 


pow. 


NMR: (DMSO-dJ; 2.51 (3H,s), 2.67(3H,d), 4.0 
0(2H,s) t 6.78(1H,s), 7.14(1H f d), 7.31-7.36 
(1H f m), 7.41-7.48(4H,m), 7.62-7.64(1 H,m), 
7.72-7.74(2H,m). 


3-90 


^ Vfi CX) 2 Et 
-N N— ' N — ' 


HCI 


pow. 


NMR: (DMSO-dJ; 1.19(3H,t), 2.51 (3H,s), 3.34 
-3.41 (2H,m), 4.00(2H,s), 4.07(2H,q), 6.78 
(1H,s), 7.14(1H,d), 7.30-7.36(1 H,m), 7.41 
-7.48(4H,m) f 7.62-7.65(1 H,m), 7.72-7.74( 
2H,m). 


3-91 




HCI 


pow. 


NMR: (DMSO-de); 2.53(3H,s), 2.83-2.87(6H,m) 
, 6.86(1H,s). 7.12-7.15(1H,m), 7.29-7.33(1 
H,m>, 7.42-7.45(4H,m) t 7.58-7.60(1 H,m), 
7.74-7.76(2H,m). 



^4 



A^PO 



Ex. 


ft 


A 


Sal. 


For. 




4 


/ — V 
— N NMe 

\ / 




HCI 


pow. 


mte 560(FAB,M*+1) 

NMR: (CDCI 3 ); 2.42(1 H.br), 2.85(3H,s), 3.27(1 H, 
br), 3.5-3.7(4H f m), 4.0-4.2(3H,m), 4.73(1 H,b 
r), 5.02(1 H.br), 6.34(1H,br), 6.9-7.1 (2H,m), 
7.3-7.6(8H.m). 13.37(1 H.br). 


4-1 


C0 2 Et 






amo. 


m/z:631(FAB,M*+1) 

NMR: (CDCl 3 ); 1.28(3H,t>, 1.19(2H,d), 2.07(1H,b 
r), 2.2-2.3(2H,m), 2.6-2.7(1 H,m), 3.16(1H.t), 
3.90(1H,d), 4.14(2H,q), 4.60(1H,br), 6.32(1 
H,s), 6.92<1H.d). 7.000H.S), 7.2-7.5(8H,m). 
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4-2 


/ — s 
-N N— v 




HCI 


pow. 


m/z:631(FAB t M*+1) 

NMR: (DMSO-da); 3.00(1 H.br), 3.2-3.3(3H,br), 3. 
5-3.7(3H,m), 3.80(3H,s), 4.08(1 H.br), 4.42(1 
H,d), 5.38(1H,br). 6.82(1H,s), 7.01(1H,d), 7 
.09(1H,s), 7.3-7.4(3H,m), 7.44(1 H,t), 7.5-7.6 
(3H,m), 7.63(1 H,d), 1 0.65(1 H.br). 


4-3 


/ — v 
— N N - \ 

>— ' CONH, 




HCI 


amo. 


m/z: 603(FAB,M + +1) 

NMR: (DMSO-de); 4.00(2H,s), 6.82(1 H,s), 7.02(1 H 
,d), 7.09(1 H,s), 7.37-7.71 (9H.m), 8.08(1 H,br). 


4-4 


/ — s 




HCI 


amo. 


m/z: 6Q4(FAB,M*+1) 

NMR: (DMSO-da); 1.85-1.89(2H,m), 2.46(2H,br), 6 
.83(1H,s), 7.02(1H,d), 7.10(1H,s), 7.37-7.64(8 
H,m). 


4-5 


/— \ 

— N N-^ 

>-CONH, 




HCI 


oamo. 


m/z: 617(FAB,M*+1) 

NMR: (DMSO-de); 3.02(2H,m), 6.89-6.92(1 H,m), 6. 
98(1 H,s), 7.23-7.50(9H,m). 


4-6 


/ — S 
— N NMe 
\ t 


Me 


HCI 


pow. 


m/z:506(FAB,M*+1) 

NMR: (DMSO-dJ; 2.45(3H,s). 2.79(3H,S), 2.8-3. 
2(4H,m), 3.4-3.7(3H f m), 4.0-4.2(1 H.br), 4.4- 
4.5(1H,br), 4.8-4.9(1 H.br), 6.23(1H,br), 6.75 
(1H,s), 7.16(1H,d), 7.3-7.6(7H,m), 7.67(1 H, 
d), 11.1 6(1 H,br). 


4-7 




i — N 


- 


amo. 


m/z:559(FAB,M*+1) 

NMR: (CDCI 3 ); 2.43(1H f br), 2.45(2H,t), 2.51 (2H ( 
t) t 2.53(1 H,br), 3.40(1 H,br), 3.83-3.99(4H,m 
), 4.90(1H,br), 6.35{1H,s), 6.99(1H,d), 7.16- 
7.54(9H.m). 


4-8 


-tf~)-\ 

x — 1 OAc 




■ 


pow. 


NMR: (CDCI 3 ); 1.10-1.32(2H,m), 1.65(3H,s), 1.7 
2-1.81(2H,m), 1.89(1H,m), 2.05(3H,s), 3.67( 
1H,m), 3.06(1H,m), 3.92(2H,br), 4.67(1H,d), 
6.67(1 H t s), 6.96(1 H,d), 7.1 6-7.22 (3H,m), 7 
.28-7.35(1 H,m), 7.39-7.52 (5H,m). 


5-25 






- 


pow. 


m/z:603(FAB,M*+1) 

NMR: (CDCI3); 1.2-1.4(2H,m), 1.83(2H,d), 2.0-2. 
1(1H,m). 2.3-2.5(3H,m). 2.70(2H,t), 3.17(2H 
,t), 3.91 (1H,t), 4.62(1 H,d). 4.98(1 H,br), 6.33 
(1H,s), 6.92(1H,d), 7.00(1H,s), 7.2-7.5(8H. 
m). 


10-2 








amo. 


mte: 575(FAB,M + +1) 

NMR: (CDCI3); 1.64-1 .85(4H,m), 2.30-2.75 (4H,m 
), 3.06(1H,t), 3.31(1H,br). 3.45-3.51 (2H,m), 
4.24(1H,br), 4.67(2H t d), 4.89(1H,br) f 6.29(1 
H,t) t 6.96(1 H,d), 7.16-7.54(9H,m). 
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^5 




Ex. 


Ri 


Sal. 


For. 




5 ; 


^ C0 2 H 




pow. 


m/z 566(FAB,M*+1) 

NMR: (DMSO-de); 1.0-1. 2(1 H,m), 1.5-2.2(5H,m), 2 
.4-2.7(5H,m), 2.68(1 H,br) t 3.86(1 H,d), 4.35(1 H 
,d), 4.83(1H,br) f 6.77(1H,s), 7.12(1H,d), 7.3-7. 
6(6H,m), 7.75(2H,d). 12.1 0(1 H,s>. 


5-1 


r—\ 

^ C0 2 H 




pow. 


m/z: 567(FAB,M*+1) 

NMR: (DMSO-de); 2.41(2H,br), 2.52(3H,s), 3.08(2 
H,s), 3.50(4H,br), 6.77(1 H f s), 7.12(1H,d) ? 7.29 
-7.32(1 H,m), 7.41-7.49(4H,m). 7.55-7.57(1 H,m 
), 7.74-7.76(2H,m). 


5-2 


> / 




amo. 


m/z: 581(FAB,MVI) 

NMR: (CDCI 3 ); 2.57(2H,t), 2.64(3H,s), 2,80(2H,t) 
, 3.64(1 H.br), 6.31 (1H,s), 7.01 (1H,d), 7.3-7. 
5(6H,m), 7.69(2H,d). 


5-3 


V / 




pow. 


m/z: 580(FAB,MVI) 

NMR: (DMSO-de); 0.98-1.1 8(1 H,m). 1.46(2H,m), 1. 
67(2H,m). 2.23-2.25(2H,m)» 2.52(3H,s). 3.85- 
3.89(1 H,m), 4.33-4.37(1 H,m), 6.78(1 H,s), 7.1 
2(1H,d), 7.28-7.33(1H.m), 7.40-7.47(4H,m) l 7 
.54(1 H,m), 7.74-7.77(2H,m), 1 2.02(1 H,s). 


5-4 






amo. 


m/z: 582(FAB,M + +1) 

NMR: (DMSO-d«): 2.52(3H,s), 3.86(2H.s), 6.79(1 H 
,s), 7.12(1H.d), 7.28-7.33(1 H,m), 7.40-7.45(4H 
,m), 7.53-7.56(1 H,m), 7.74-7.76(2H,m). 


5-5 






amo. 


m/z: 578(FAB,M*+1) 

NMR: (CDCI3); 2.60(3H,s) t 5.77(1 H,d), 6.33(1 H,s), 
6.76-6.84(1 H,m), 6.95(1H,d), 7.19-7.42(6H t m) 
, 7.66-7.68(2H,m). 


5-6 


-N )~N COgH 




amo. 


m/z: 595(FAB,M*+1) 

NMR: (DMSO-de); 2.31-2.32(2H,m), 2.51 (3H,s), 2. 
57-2.63{2H t m), 3.58-3.60(4H,m), 4.22(2H,s), 
6.73(1 H,s), 7.11(1H,d), 7.30-7.33(1 H,m), 7.40 
-7.45(4H,m), 7.53-7.54(1 H,m), 7.72-7.73(2H, 
m). 


5-7 






pow. 


NMR: (CDCI3); 1.64-1.82(2H,m), 1 .90-2.06(2H t m) t 
2.59(1 H,m), 2.63(3H,s) t 3.23(1 H,m>, 3.86(1 H, 
d), 6.32(1 H.br), 6.68(1 H,d), 7.24(1 H,m), 7.33- 
7.41 (4H,m), 7.44(1H,m), 7.69(2H,m). 


5-8 


Me 

— N N CCUi 

\ / 




amo. 


NMR: (CDCIa); 1.33(3H,d), 2.66(3H,s), 3.6-3.8(3 
H,m), 6.31 (1H,s), 6.99(1 H.d), 7.3-7.5(6H,m) 
, 7.69(2H,d). 


5-9 


Me Me 
-N^N X C0 2 H 




pow. 


NMR: (CDCI3); 1.34(6H.s), 2.63(3H,s), 3.64(1 H t b 
r), 6.31 (1H,s), 7.00(1 H,d), 7.3-7.5(6H,m), 7. 
69(2H,d). 
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5-10 




- 


amo. 


NMR: (CDCIJ; 2.64(3H.s), 6.33(1 H,s), 7.01 (1H,d 
), 7.3-7.5(6H,m), 7.69(2H,d). 


5-11 


v f * 




amo. 


NMR: (DMSO-de); 1.6-1 .7(2H f m) f 2.5(3H,s), 6.77 
(1H.S), 7.12(1H,d), 7.31(1H,t), 7.4-7.5(4H,m) 
. 7.56(1 H,d). 7.75(2H,d). 


5-12 


VH ccy* 

— N N— ' N — f 


_ 


amo. 


NMR: (DMSO-dJ; 2.51 (3H,s). 2.95(2H,s), 6.79(1 H 
,s), 7.12(1H,d), 7.29-7.33(1 H,m), 7.40-7.42(4H 
,m), 7.56-7.58(1 H,m), 7.73-7.76(2H,m), 7.90(1 
H,br). 


5-13 


-N \H C0 2 H 
0 


- 


pow. 


NMR: (CDCIg); 1.4-2.0(4H,m), 2.3-2.5(2H,m), 2.6 
2(3H,s), 2.8-2.9(1 H,m), 3.19(1H,t), 3.93(3H, 
br), 4.51(1H,br), 4.97(1 H.br), 6.35(1 H,s), 6. 
49(1H,s), 6.96(1H,d), 7.3-7.5(6H,m), 7.68(2 
H.d). 


5*14 


/ — v MeN-\ 




DOW. 


NMR: (CDCIg); 1.7-1.9(3H,m), 2.63(3H,s), 2.3-2. 
6(3H,m), 3.13(3H,s), 3.2-3.3(1 H,m), 3.9-4.2( 
2H,m), 6.34(1 H,s), 6.97(1 H,d), 7.3-7.5(6H,m 
), 7.69(2H.d). 


5-15 


0 




DOW. 


NMR: (CDCIg); 1.46(2H,m), 1.98(2H,m), 2.62(3H 
,s). 2.90(1 H,m), 3.88(1 H.br), 4.04(1 H.br), 4. 
49(1H,br>, 6.34(1 H,s), 6.98(1 H,d), 7.3-7.5(6 
H,m) t 7.68(2H,d). 


5-16 


\ — f 




amo. 


NMR: (CDCI3); 1.77-1 .89(3H,m). 2.63(3H,s), 3.06- 
3.15(1 H,m), 3.36-3.40(2H,m) f 3.88-3.92(1 H,m) 
, 4.06(2H.s). 4.59-4.63(1 H,m), 6.34(1 H,s), 6.9 
7(1 H.d), 7.22-7.46(6H,m), 7.68-7.70(2H,m). . 


5-17 


o 


- 


amo. 


NMR: (CDCI3); 1.35-1.43(2H,m), 1.92-1. 94 (2H,m 
), 2.42(3H,t), 2.64(6H,br), 2.87(1H t br), 3.21 
(2H,t), 3.86(1 H,m), 4.00(1 H,m), 4.47(1 H,m), 
6.17(1H,m), 6.34(1 H,s), 6.98(2H,d), 7.33-7 
.52{5H,m}. 7.69(2H,d). 


5-18 


o 

-NV-NMe C0 2 H 


- 


amo. 


NMR: (CDCI3); 1.19-1.47(10H,m), 1.94-1.97(2H, 
m), 2.61 (3H,d), 2.92(1 H f m), 3.46-3.51 (2H,m 
), 3.88(1 H.m), 4.03(1 H,m), 4.51 (1H,m), 6.3 
5(1 H,s), 6.92-7.00(2H,m>. 7.33-7.52(5H,m), 
7.65-7.89(2H,m). 


5-19 


— N W ^COjjH 
> — f O 


- 


amo. 


NMR: (CDCI 3 ); 1.64-1.83(4H,m), 2.34-2.37 (4H.m 
), 2.62(3H,s), 2.78(1H,m), 3.16(1H t t), 3.48( 
2H,br), 3.57(1H,d), 4.51(1H t br), 6.34(1H,s), 
6.49(1 H.br), 6.97(1 H,d), 7.23-7.27(1 H.m). 
7.33-7.52(5H,m), 7.68(2H,m). 


5-20 


~ N J^o C ° 2H 


- 


amo. 


NMR: (CDCI3); 1.22(3H,t), 1.60-1.94(4H,m), 2.4 
5-2.65(4H,m>, 2.78(1 H.br), 2.88(1 H,br), 3.0 
7-3.30(2H,m), 3.32-3.52(2H,m), 3.86-4.10(3 
H t m), 4.35-4.75(2H,br), 6.35(1 H.br), 6.96(1 
H.d), 7.24(1 H f m), 7.32-7.41 (4H,m), 7.45(1 
H,m), 7.69(2H,m). 


5-21 


/ — v MeN— v 


- 


amo. 


NMR: (CDCI 3 ); 1.76(4H,br), 2.55-2.62(2H,m), 2. 
63(3H,S), 2.86-2.94<2H,br). 3.08(2H,S), 3.18 
(1H,t), 3.53-3.75(2H,m), 3.93(1 H,d), 4.55(1 
H.br), 6.34(1 H.s), 6.98(1 H.m), 7.24(1 H.m), 
7.33-7.41 (4H,m), 7.47(1 H.m), 7.69(2H,m). 


5-22 


-N 

N — / Me 




pow. 


NMR: (CDCI 3 ); 1.5-1.7(2H,m), 2.0-2.2(2H.br), 2. 
60(3H,s), 2.6-2.8(4H,br), 3.22(1 H.br), 3.5-3 
.7(1H,br), 4.02(1 H.br), 4.71 (1H.br), 6.36(1 H 
,s), 6.96(1 H,d). 7.2-7.5(6H,m). 7.69(2H,d). 
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5-23 


N — ' OH 




amo. 


NMR: (CDQa); i.26(2H ( m), 1.62(2H,m), 2.61(3H,s 
), 6.33(1H,s), 6.96(1H,d), 7.21 -7.26(1 H,m), 7. 
34-7.38(4H,m), 7.43-7.46(1 H,m). 7.67-7.69(2 
H,m). 


5-24 


0 




amo. 


NMR: (DMSO-de); 1.43(2H,m), 2.36(2H,t), 2.51 (3H 
,s) t 3.18-3.24(2H,m), 6.77(1 H,s), 7.10-7.13(1 
H f m), 7.27-7.33(1 H,m), 7.39-7.46(4H,m), 7.52 
-7.54(1 H,m). 7.74-7.76(2H,m), 7.88(1H,br), 1 
2.17(1 H f s>. 



^6 




Ex. 


A 


Sal. 


For. 




7 




HCI 


pow. 


m/z: 520(FAB,M + +1) 

NMR: (DMSO-de); 1.03(3H,t), 3:45(3H,s), 4.39-4.44(1 
H,m). 6.24(1 H,s), 6.78(1 H,s). 7.09(1 H t d) f 7.37-7. 
69(7H,m), 7.69-7.95(1 H,m). 


7-1 




HCI 


amo. 


m/z: 534(FAB,M*+1) 

NMR: (DMSO-dg); 0.74-0.76(3H,m), 3.34(3H,s), 4.06( 
1H,m), 4.39(1H,m), 6.23(1H,s), 6.79(1H,s), 7.06( 
1H,d), 7.36-7.55(7H,m), 7.67-7.69(1 H,m). 


7-2 




HCI 


amo. 


m/z: 560(FAB,M*+1) 

NMR: (DMSO-d 6 ); 2.72-2.86(4H f m), 2.94(2H,br), 3. 
16(2H,br), 3.35-4.00(4H,br), 4.23(1 H.br), 4.43( 
1H,br), 4.75(1 H.br), 6.39(1 H.s), 6.92(1 H,d), 7.2 
5-7.40(4H,m), 7.44-7.66(5H,m), 7.91(1H,S>, 11. 
20(1 H.br). 


7-3 


XT 


HCI 


oamo. 


NMR: (DMSO-d 6 ); 3.34(3H,s), 4.02(1 H,br), 4.37-4.41 ( 
1H,m), 4.80(1H,br) t 6.67(1H,br), 6.73(1H,s), 7.25 
(1H,d), 7.34(1H,m), 7.45-7.50(3H,m), 7.58(1H,t), 
7.66-7.69(2H,m), 7.72-7.75(1 Km). 


7-4 


Xr 


HCI 


yamo. 


NMR: (DMSO-de); 3.34(3H,s), 4.37-4.41 (1H,m), 6.43( 
1H,br), 6.45(1 H,s), 7.06-7.09(1 H,m), 7.28-7.35(2H 
,m), 7.40-7.45(5H,m), 7.61 -7.63(1 H,m), 8.36(1H.S 
). 


7-5 


Me 


HCI 


amo. 


NMR: (DMSO-de); 2.73(3H,s). 3.34(3H,s), 3.99-4.06(2 
H,m), 4.35-4.40(1 H,m). 6.13(lH,br), 6.34(1H,br), 
7.06-7.1 6(3H,m), 7.39-7.57(6H,m). 


7-6 


Me Me 


HCI 


yamo. 


NMR: (DMSO-de); 2.07(3H,s), 2.15(3H,s), 3.40(3H,s), 
4.02-4.04(2H,m), 4.35-4.39(2H,m), 6.18(1H,s), 7. 
00-7.50(9H,m). 


7-7 


■ F 3 C 


HCI 


pow. 


NMR: (DMSO-de); 2.66-2.85 (5H,br), 3.04(1 H,m), 3. 
22(1 H,m), 3.37-3.50(3H,m), 4.05(1 H,m), 4.37(1 
H,m), 4.78(1 H,m), 6.44(1 H,s), 6.60(1 H t s). 7.20 
(2H,d), 7.38-7.46(4H,m), 7.52(1H,t), 7.60(1H,t), 
7.73(1H,d), 10.76dH.br). 
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7-8 


Me 




amo. 


NMR: (CDCI 3 ); 2.22-2.30(4H,m), 2.47(3H,br), 2.55- 
2.85(2H,m), 3.33(1 H,m), 3.42-3.54(2H,m), 3.6 
5(2H,br), 4.91 (1H,m), 6.22(1 H,s), 7.02(1 H,d) f 
7.22-7.36(5H,m), 7.38-7.50(3H,m). 


7-9 


N 

Me 




amo. 


NMR: (CDCI 3 ); 2.08(4H,m), 2.23(3H,s), 2.33(4H,br) 
, 2.55(3H,s), 3.29(3H,br), 3.3S-3.68(3H,m), 4.8 
8(1H,m), 6.06(1 H,s), 7.02-7.66(9H,m). 


7-10 




HCI 


amo. 


NMR: (DMSO-da); 3.34(3H,s), 4.41 -4.43(1 H,m), 5.68( 
111,5/, o.r9\in,oji /.iH^irijU^, / .oc.-( .or \ 1 n,nij t t 
.42-7.55(7H,m), 7.63-7.65(1 H,m). 


7-11 


Me 


HCI 


amo. 


NMR: (DMSO-de); 2.81 (3H,s). 3.44(3H p s), 4.06-4.11(1 
H.m), 4.42-4.47(1 H,m), 5.47(1 H,s), 6.78(1 H,s), 7. 
13(1H,d), 7.39-7.49(7H,m), 7.62-7.65(1 H,m). 


7-12 


^-Me 




amo. 


NMR: (CDCI 3 ); 2.22(3H,s), 2.34(3H,s), 2.38-2.50(5 
H.m), 2.67(1H,br), 3.54(3H,br), 3.60-3.80(2H,br 
), 6.47(1 H,d), 7.02(1 H,m), 7.20(2H,br), 7.25-7. 
60(4H,br), 7.62-7.90(2H,m). 



S?7 




Ex. 


R, 




Sal. 


For. 




7-13 


-H 


-H 


HC! 


pow. 


NMR: (DMSO-de); 2.39(1 H,br), 2.67(1 H,m), 3.0-3.6(9 
H,m), 3.7-4.0(4H,m), 4.84(1 H.d), 6.59(1 H,s), 7.2 
7(1 H,s). 7.29(1 H,s>, 7.4-7.6(6H,m), 7.84(2H,m). 
8.64(1 H,t), 11.16(1H,br). 


7-14 


-Me 


-H 


HCI 


pow. 


NMR: (CDCy; 2.0-2.5(2H,br), 2.66(3H,s), 2.92-2.94( 
2H,m), 3.24(2H,br), 3.52-3.55 (2H,m), 3.82(2H,br 
), 3.97-4.0(2H,m), 4.24-4.3(2H,m), 6.44(1H,s), 6. 
93(1 H,d), 7.2-7.4(4H,m), 7.56(1 H,d), 7.78(2H,d), 
8.48(1 H.br), 1 2.49(1 H.br). 


7-15 


-Et 


-H 


HCI 


pow. 


NMR: (DMSO-de); 1.23(3H,t), 2.40(1 H,br), 2.67(1 H,br 
), 2.87(2H,m), 3.0-3.25(4H,m), 3.3-3.7(5H,m), 3. 
8-4.0(4H,m), 5.87(1 H,br), 6.63(1 H,s), 7.04(1 H.d), 
7.2-7.5(5H,m), 7.79(2H t m), 8.67(1 H,t), 11.39(1 
H.br). 


7-16 


-OMe 


-H 


HCI 


pow. 


NMR: (DMSO-de); 2.45(2H,m), 3.05-3.25(4H,m), 3.3- 
3.6(5H,m), 3.71 (3H,s), 3.75-4.0(4H,m), 4.82(1H, 
br), 6.48(1 H,s), 7.06(1 H,d), 7.25-7.55(5H,m), 7.8 
3(2H,m), 8.56(1 H,t), 11.08(1H,br). 


7-17 


•CF 3 


-H 


HCI 


pow. 


NMR: (CDCIg); 2.4-2.5(1 H,br), 2.9-3.0(1 H.br), 3.3-3.4 
(4H,m), 3.5-3.6(2H,m), 3.84(2H,d), 3.9-4.1 (2H.m 
), 4.2-4.3(2H,m), 4.9-5.0(1 H,br), 6.46(1 H,s), 6.97 
-6.99(1 H,m), 7.2-7.5(5H,m), 7.79-7.81 (2H,m). 8. 
52{1H,br,). 12.56(1H,br). 
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7-18 


-Me 


2-Me 


HCI 


pow. 


NMR: (DMSO-de); 2.32(3H,s), 2.39(1 H.m), 2.53(3H,s) 
, 2.89(1 H.m), 3.05-3.25(4H,m), 3.4-3.6(5H,m), 3. 
7-4.0(4H,m), 4.86(1H,br), 6.47(1H,s), 7.11(1H,d) 
, 7.2-7.6(7H.m), 8.64(1 H,t), 11.11(1H,br). 


7-19 


-Me 


3-Me 


HCI 


pow. 


NMH. (UMbU-Oa), Z.33(3n,SJ, J.4i(ln,m), 4Ao{cr\,S 
), 2.68(1H,m), 3.05-3.25 (5H,m), 3.4-3.6(4H.m), 
3.8-4.0(4H,m), 4.86(1 H.br), 6.62(1 H,s), 7.07(1 H. 
d), 7.2-7.7(7H,m), 8.66(1 H.t). 1 1.32(1 H.br). 


7-20 


-Me 


4-Me 


HCI 


pow. 


NMR: (DMSO-dj); 2.32(3H,s), 2.39(1 H,m), 2.48(3H,s) 
, 2.67(1 H,m), 3.05-3.25(5n,m), 3.4-3.65(4n,m), 
3.75-4.0(4H,m), 4.86(1 H.br), 6.40(1 H.br), 6.61(1 
H,s), 7.07(1 H,d). 7.2-7.35(3H,m). 7.42(2H.m), 7. 
66(2H,d), 8.66(1 H,t). 1 1 .37(1 H.br). 


7-21 


-Me 


2-CF 3 


HCI 


pow. 


NMR: (DMSO-de); 2.41 (1H,m), 2.50(3H,s), 2.8(1 H f m), 
3.0-3.25(5H t m>, 3.5-3.7(4H,m), 3.75-4.0(4H,m) 1 
4.87(1H,br), 6.410H.S), 7.09(1H,d), 7.30(1H,m) 
, 7.35-7.55(3H,m), 7.70(2H,m), 7.85(1 H.m), 8.67 

/J I] 4\ 44 00/4 U L-„\ 

(1H,t), 1 1.28(1 H.br). I 


7-22 


-Me 


4-CF 3 


HCI 


pow. 


NMR: (DMSO-de); 2.51(3H,s), 3.1-3.2(4H,m), 3.4-3.6(4 
H,m), 3.79-3.85(2H,m). 3.93-3.97(2H,m), 6.64(1 H.s 
), 7.10(1H,d), 7.26-7.45(3H,m). 7.78(2H.d), 8.01(2 
H.d), 8.64(1 H.m). 11.06(1H,br). 


7-23 


-Me 


2-OMe 


HCI 


ypow. 


NMR: (DMSO-de); 2.46(1 H,br), 2.49(3H,s), 2.65(1 H,b 
r), 3.0-3.25(5H,m), 3.46(2H,d), 3.60(2H,br) f 3.8- 
4.0(7H,m), 4.88(1 H,br), 6.37(1 H,s), 7.0-7.5(7H,m 
). 8.15(1H t m), 8.77(1 H.t), 1 1.58(1 H.br). 


7-24 


-Me 


3-OMe 


HCI 


pow. 


NMR: (DMSO-dJ; 2.45(1 H.br), 2.48(3H,s), 2.67(1 H,b 
r), 3.0-3.3(5H,m), 3.46(2H,d), 3.59(2H,m), 3.79( 
3H,s), 3.8-4.0(4H,m), 4.86(1 H.br), 6.23(1 H.br), 6 
.61(1H,s), 7.0-7.1 (2H t m) f 7.25-7.45(6H,m). 8.68( 
1H,t), 11.48(1H,br). 


7-25 


-Me 


4-OMe 


HCI 


ypow. 


NMR: (DMSO-de); 2.43(1 H,m), 2.47(3H,s), 2.67(1 H,m 
), 3.05-3.25(5H,m), 3.46(2H,d), 3.58(2H,br), 3.7 
9(3H,s), 3.8-4.0(4H,m). 4.86(1 H,br>, 6.07(1H,br), 
6.59(1H,s>. 6.97(2H,m), 7.07(1H,d), 7.29(1H,m) 
, 7.4(2H,m). 7.70(2H,m), 8.66(1H,t>. 11.34(1H,br 
)• 


7-26 


-Me 


2-F 


HCI 


ypow. 


NMR: (DMSO-dg); 2.42(1 H,br), 2.50(3H,s), 2.67(1 H, 
m) t 3.0-3.25(5H,m), 3.47(2H,d), 3.59(2H,m), 3.8 
-4.0(4H,m), 4.87(1H,br), 6.35(1H,s), 7.11(1H,d), 
7.25-7.6(6H,m), 8.10(1 H,m), 8.73(1H,t), 11.35(1 
H.br). 


7-27 


-Me 


3-F 


HCI 


pow. 


NMR: (DMSO-de); 2.41(1H,br), 2.66(1H,m), 3.05-3.2 
5(5H,m), 3.35(3H,s), 3.47(2H,d>, 3.56(2H,br), 3. 
80(2H,t), 3.95 (2H,m), 6.67(1H,s), 7.08(1H,d), 7 
.25-7.65(7H,m), 8.63(1 H.t). 10.98dH.br). 


7-28 


-Me 


4-F 


HCI 


pow. 


NMR: (DMSO-de); 2.40(1 H,m), 2.49(3H.s>. 2.70(1 H,m 
o.uo-o..co\*+n,rTij, o.o-o.oo^on.m;, o,/o-»t.u^n f 
m), 4.87(1 H.br), 6.64(1 H,s), 7.07(1 H,d), 7.2-7.3 
5(3H,m>, 7.43(2H,m), 7.84(2H,m) t 8.67(1H,t), 11 
:37(1H,br). 


7-29 


-Me 


3-CI 


HCI 


pow. 


NMR: (DMSO-de); 2.40(1 H.m), 2.49(3H,s). 2.75(1 H,m 
), 3.0-3.25(4H,m), 3.4-3.7(5H.m). 3.75-4.0(4H,m) 
, 4.86(1 H.br), 6.67(1 H,s), 7.08(1 H,d), 7.29(1 H,m 
), 7.35-7.55(4H.m). 7.74(1 H.m), 7.81 (1H,m). 8.6 

! 6(1 H,t), 11.27(1H,br). 
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3c8 




Fx. 


A 




Sal 


For. 




6 




-H 




pow. 


NMR: (CDCy; 2.4-2.6(6H,m), 3.3-3.6(2H,m), 3.6-3.7 
(4H,m). 4.93(1H,br), 6.28(1H,s), 6.40(1H,br), 6.9 
2(1H,br), 7.2-7.5(8H,m), 7.80(1 H.br). 


7-30 




-H 


- 


amo. 


NMR: (CDCI 3 ); 2.3-2.6(6H,m), 3.3-3.7(5H,m), 6.26(1 
H,s), 7.3-7.7(10H,m). 


7-31 




-H 


- 


pow. 


NMR: (CDCI3); 2.5-3.3(6H,m), 3.3-3.6(4H.m), 3.6-3.7 
(4H,m), 6.30(1 H,s), 6.58(1 H,s). 7.03(1 H,d) t 7.2- 
7.5(6H.m), 7.64-7.67(2H,m). 


7-32 


O^Me 


-H 


HCI 


pow. 


NMR: (CDCI3); 2.52(3H,s), 2.92(2H,br) f 3.22(2H,br), 
3.5-3.54(2H t m), 3.8-3.82(2H,m). 3.99-4.00(2H,m) 
, 4.25-4.28(2H,m), 5.36(1 H.br), 6.39(1 H,s). 


7 


S^Me 


n 


rivi 




NMR* fDMSO-d*.* 3 1 1-351 (4H m> 3 35(3H.S). 3.46 
-3.57(4H,m>, 3.76-3.83(2H,m), 3.94-4.06(2H,m), 
6.45(1 H,s), 6.57(1 H,br) f 6.97(1 H.br), 7.25-7.40(8 
H,m). 8.68(1 H.br), 1 0.92(1 H,br). 


7 QA 


s Me 


-H 
■n 


IIVm/I 


nnw 


NMR* fDMSO-<LV 2 3-2 8(6H mV 3.0-3.25(4H,m), 
3.35-3.65(4H,m), 3.75-4.0(4H,m), 4.87(1 H.br), 
6.38(1 H t s), 6.92(1 H,d), 7.15(1H,t), 7.27(1 H,t) 
, 7.35-7.5(5H,m>. 8.63(1 H,t) f 11.1 8(1 H.br). 




Me 


-H 


HCI 


pow. 


NMR: (DMSO-dfi); 2.31 (3H,s), 3.0-3.2(4H,m), 3.3-3.6 
(6H,m). 3.75-3.8(2H,m), 3.94-4.04(2H,m>. 6.49(1 
H,s), 7.02(1 H,d), 7.2-7.5(8H,m), 8.60(1 H.br), 10. 
80(1 H,br). 


7-36 


— (\ J 
N Me 


-H 


HCI 


pow. 


NMR: (CDCI3); 2.53(3H,s), 2.6-2.7(3H,m), 3.20(2H,m 
), 3.47-3.49(2H,m), 3.79(2H,br), 3.99(2H,br), 4.2 
-4.3(2H,m), 6.31 (1H,s), 7.00(1 H,d). 7.2-7.5(6H,m 
), 7.66(1 H.d). 8.34(1 H,br>, 1 2.56(1 H.br). 


7-37 


-< J 

N Me 


-H 


2HCI 


pow. 


NMR: (DMSO-ds); 2.50(3H,s), 3.1-3.2(4H,m), 3.46(2 
H,d), 3.57(2H,m), 3.79-3.85(2H,m) ? 3.94-4.0(2H, 
m) t 6.39(1 H,s), 7.2-7.5(8H,m), 7.96(1 H,br), 8.68 
(1H,br), 11.18(1H,br). 


7-38 


N Me 


-H 


HCI 


pow. 


NMR: (CDCI3); 2.50(3H,s), 2.7-3.0(2H,m), 3.1-3.3(2H 
,m), 3.4-3.6(2H,m), 3.7-3.8(2H,m), 3.9-4.3(4H,m) 
, 6.36(1 H,s), 6.56(1 H.br), 7.01 (1H,d), 7.3-7.5(6H 
.m), 7.61 (1H,d), 8.38(1H.br), 12.42(1H,br). 


7-39 


-n. T 

N Me 


-H 


HCI 


pow. 


NMR: (DMSO-de); 2.50(3H f s), 3.1-3.2(4H,m), 3.3-3.7 
(6H,m), 3.78-3.83(2H t m), 3.96-3.99(2H,m), 6.54( 
1H,s), 6.87(1H t br), 7.1-7.6(7H,m), 8.71(1H,br), 1 
0.92(1 H.br). 


7-40 


-< x 


-H 




pow. 


NMR: (CDCI3); 2.41 (3H,s). 2.4-2.6(6H,m), 3.3-3.8(7H 
,m), 5.03(1H,br), 5.96(1H,s), 7.1-7.6(7H,m), 7.9 
1(2H,d). 



51 




WO 98/39325 PCT/JP98/00916 



7-41 


--CC 

N Site 


-H 




pow. 


NMR: (CDCy; 2.4-2.5(6H,m) f 2.57(3H,s), 3.41(1H,br 
). 3.72-3.40(4H,m), 6.17(1H,s), 6.26(1H,s), 6.40( 
1H f br), 7.2-7.6(8H,m). 


7-42 


Ms 

v 

-hY 

N 


-H 


HCI 


pow. 


NMR: (DMSO-de); 2.45(3H,s), 3.0-3.3(4H,m), 3.4-3.7 
(5H,m), 3.8-3.9(2H,m), 3.9-4.0(2H,m), 6.28(1 H,b 
r). 6.55(1H,S), 7.10(1H,d), 7.3-7.6(7H,m). 8.62(1 
H,d), 1 0.94(1 H,br). 


7-43 


CF 3 


-H 


HCI 


pow. 


NMR: (DMSO-de); 3.1-3.3(4H,m), 3.4-3.6(4H,m), 3.5 
7-3.81 (2H,m), 3.95-3.98(2H,m), 6.60(1 H,s>, 6.96 
(1H,d), 7.32-7.51 (7H,m). 8.61(1H,br), 10.81 (1H, 
br). 


7-44 


Me 


-H 




amo. 


NMR: (CDCI3); 2.04(3H,br), 2.14(3H,br), 2.4-2.6(6H, 
m), 3.44-3.49(3H.m). 3.70-3.73(5H,m), 6.23(1 H, 
s), 6.50(1 H.br), 6.85(1 H.br), 7.2-7.5(7H,m). 


7-45 




-H 


HCI 


opow. 


NMR: (DMSO-de); 3.0-3.2(4H,m), 3.3-3.6(4H,m), 
3.7-3.8(2H,m), 3.9-4.0(2H,m), 6.42(1 H,s), 
7.3-7.6(1 OH.m), 8.57(1 H,t), 1 0.82(1 H.br). 


7-46 


CHO 


4-Cl 


HCI 


pow. 


NMR: (CDCI3); 2.94(2H,br), 3.24(2H,br) ? 3.58(2H,br), 
4.02(2H,br), 4.29(2H,br), 6.08(1 H,s), 6.40(1 H,s) 
, 6.98(1H,d), 7.2-7.6(7H,m), 8.44(1 H.br), 9.92(1 
H,s). 


7-47 




4-CI 


HCI 


pow. 


NMR: (DMSO-de); 3.1-3.3(4H,m), 3.5-3.7(4H,m), 3.8- 
4.0(4H,m), 6.42(1 H,s), 6.64(1H,s), 7.02(1H,d), 7 
.3-7.7(7H,m), 8.64(1 H.br), 1 0.88(1 H.br). 


7-48 


Me 


3-N0 2 


HCI 


pow. 


NMR: (DMSO-de); 2.42(3H,s), 3.0-3.3(4H,m), 3.4-3.6 
(4H,m), 3.7-3.8(2H,m), 3.9-4.0(2H,m), 6.65(1 H,s 
), 7.07(1 H,d), 7.29(1 H,t), 7.4-7.5 (2H,m), 7.63(1 H 
,t), 7.84(1H t d), 8.1-8.2(2H,m). 8.62(1H,m), 10.8 
3(1H,br). 



N^Me 



Ex. 


B 


Sal. 


For. 




7-49 


N=v 

^> 


2HCI 


pow. 


NMR: (DMSO-de); 2.41 (1H,m)> 2.52(3H,s), 2.70(1H,m), 3.0- 
3.25(5H,m), 3.4-3.7(4H,m), 3.8-4.0(4H,m), 4.87(1 H.br), 
6.73(1H,s), 6.86(1H,br), 7.09(1H,d). 7.28(1H,my, 7.42( 
2H,m), 7.67(1 H,m), 8.44(1 H,d) t 8.65-8.8(2H,m), 9.09(1 
H,s), 11.54dH.br). 


7-50 




2HCI 


pow. 


NMR: (DMSO-de); 2.41 (1H,m), 2.55(3H,s), 2.71 (1H,m), 3.05 
-3.25(5H,m), 3.4-3.7(4H,m), 3.8-4.0(4H,m), 4.86(1 H,br), 
6.73(1H,S), 7.10(lH,d), 7.27(1H,m), 7.43(2H,m), 8.14( 
2H,m), 8.6-8.85(3H,m), 1 1 .51 (1H,br). 
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*1 0 




Ex. 


Ri 


Sal. 


For. 




6 


-OH 




amo. 


NMR: (CDCI3); 1.57(2H,br) t 1.75(1H,t), 2.66(3H,s), 4.65(2H,b 
r) t 6.19(1H,m) ( 6.93-7.00(1 H,d), 7.21 -7.30(1 H,m>. 7.34-7. 
52(5H,m). 


9 


/ — ^ 
-N^N-Me 


2HCI 


pow. 


NMR: (DMSO-de); 2.69(3H,s), 32-4.7(1 3H f m), 6.51(1H f br), 7 
.11(1H,d), 7.3-7.9(8H,m), 


9-1 






oil. 


NMR: (CDCy; 1.6-1.8(2H,br), 2.02(3H,s>, 2.0-2.5(3H,m), 2.6 
3(3H,s), 2.96(2H,br). 3.3-3.4(1 H.br), 3.90(2H,d), 4.78(1 H, 
br), 6.18(1H,br), 6.92(lH,d), 7.2-7.4(6H,m), 7.68(2H,d). 


10-3 




HCI 


pow. 


NMR: (DMSO-de); 1.4-1.9(5H,m), 2.52(3H,s), 3.0-3.3(4H,m) t 
3.5-3.7(1 H.br), 422(1H,br), 6.56(1H,br>, 7.14(1H,d), 7.3- 
7.6(6H,m), 7.80(2H,d), 10.71 (1H,br). 



3tl 1 




Ex. 




Sal. 


For. 




9-2 


0 


HCI 


pow. 


NMR: (DMSO-dg); 1.36(1H,br), 1.8-1 .9(2H,m), 2.13(1H,br 
), 2.33(2H,br), 2.50(3H,s), 2.69(1 H,t), 3.0-3.3(6H,m), 
3.4-3.5 (2H,m), 3.8-4.0(6H t m), 4.34(1 H,br) t 4.82(1 
H.br), 6.79(1H,s), 7.12(1h,d), 7.3-7.6(6H f m), 7.75(2 
H,d), 1 0.36(1 H,br). 


10 






pow. 


m/z: 552(FAB,M + +1) 

NMR: (DMSO-de); 1.67(3H,m), 2.52(3H,s), 3.84-3.88(1 H, 
m), 4.33-4.35(1 H,m), 6.77(1 H,s), 7.12(1H,d), 7.28-7. 
33(1 H,m), 7.40-7.54(5H.m), 7.74-776(2H,m). 


10-1 


-o 0H 




amo. 


m/z: 538(FAB,M*+1) 

NMR: (CDCy; 1.27(2H,br), 1.41(1H,br), 1.59(3H,br), 1.7 
3-1.84(3H,m), 2.63(3H,s), 2.64-2.70(2H.m), 3.11(1H, 
t). 3.46-3.58(2H,m), 3.92(1 H,d), 4.65(1 H,d), 6.33(1 H 
,s), 6.98(1 H,d), 7.23(1 H,m), 7.34-7.42(4H,m), 7.45(1 
H,m), 7.68(1 H,d). 7.70(1 H,d). 


11 




HCI 


pow. 


NMR: (DMSO-de); 1.65-1.77(2H,m), 1.90-1.93(2H,m), 2.4 
8(3H,s), 2.93-3.02(2H,m), 3.14(1H,br). 3.24-3.28(2H, 
m), 4.80(1 H.br), 6.56(1 H.s), 7.07(1 H,d), 7.26-7.29(1 
H.m), 7.39-7.47(5H,m), 7.75(2H,d). 8.49(1H,d), 9.00 
(1H.br). 



53 



WO 98/39325 



PCT/JP98/00916 



12 


r^NMe 




pow. 


NMR: (DMSO-de); 1.41-1.51(2H,m), 1.71-1.73(2H,m), 1.8 
9-1.95(2H,m) f 2.48(3H,s), 2.71-2.73(2H,m), 3.32(3H, 
s), 3.54-3.63(1 H,m), 6.51 (1H,s), 7.06(1 H,d), 7.25-7. 
29(1H,m), 7.38-7.47(5H,m), 7.41-7.48(4H,m), 7.56-7. 
57(1 H,m), 7.73-7.75(2H,m) ? 8.18(1H,d). 


13 




2HCI 


pow. 


NMR: (DMSO-de); 1.32-1.40(2H,m), 1.75-1.83(3H,m), 2.4 
9(3H,s), 2.77-2.80(2H,m), 3.00-3.06(2H,m), 3.22-3.2 
6(2H,m), 6.54(1H,s), 7.07(1H,d), 7.28(1H,m), 7.39-7. 
49(6H t m) t 7.73-7.75(2H,m), 8.47(1 H.t). 


13-1 


-n3~ nh » 


HCI 


pow. 


NMR: (DMSO-de); 1.37-1.53(2H,m), 1.94-1.97(2H,m). 2.5 
2(3H.s), 2.72-2.78(1 H,m), 3.18-3.29(2H,m), 3.92-3.9 
5(1 H f m), 4.36(1 H,br), 4.80(1 H.br), 6.82(1H,s), 7.13( 
1H,d), 7.30-7.34(1 H,m) t 7.42-7.47(4H,m), 7.58(1H,d) 
, 7.75-7.76(2H,m). 8.23(2H,br). 


13-2 


j • ^ 

— N NH 

\ / 




DOW. 


NMR: (CDCI 3 ); 1.60(6H,br), 2.63(3H,s), 2.82-2.93(4H,m), 
3.50(2H,t) t 3.65(1H,br), 6.31 (tH.s), 6.98(1H,d), 7.2 
5-7.27(2H,br), 7.34-7.40(3H,m), 7.44(1 H,m), 7.68-7.7 
0(2H,m). 


13-3 




2HCI 


pow. 


NMR: (DMSO-de); 2.49(3H,s), 3.24(1H,br), 3.50(5H t br) t 
3.90(4H,br) t 6.65(1 H,s), 7.08(1 H,d), 7.27-7.31 (1 H,m) 
, 7.39-7.48(4H,m), 7.77-7.79(2H,m), 8.60-8.63(1 H.m) 
, 9.66(2H,br). 


13-4 






amo. 


NMR: (CDCI3); 1.8-1 .9(1 H,m), 2.45(3H,s) f 2.63(3H,s), 
3.18(1H,m), 3.87(1H,d). 6.33(1H,s), 6.97(1H,d), 7 
.3-7.4(5H.m), 7.45(1 H,d), 7.69(2H,d). 


14 


/ — \ 
-N>=NOH 




DOW. 


NMR: (DMSO-de); 2.27-2.31 (2H f m), 2.53(3H,s), 3.59-3.6 
3(2H,m), 6.85(1H,s), 7.13(1H,d)> 7.30-7.34(1 H.m), 7. 
41-7.49(4H,m), 7.56-7.60(1 H,m), 7.75(1 H.d), 10.54(1 
H,s). 


14-1 


/ — V 
-N>=NOMe 




DOW. 


NMR: (DMSO-de); 2.31(2H,br), 2.42(2H,br), 2.52(3H,s), i 
3.60-3.65(3H f br) f 3.75(3H,d), 6.84(1 H,s), 7.13(1H,d), 
7.30-7.34(1H,m), 7.41 -7.49 (4H,m), 7.58(1H,d), 7.74 
-7.76(2H,m). 


14-2 


-N^^NOEt 




pow. 


NMR: (CDCy; 1.23-1 .27(3H,m), 2.39-2.43(2H,m), 2.63(3 
H,d), 3.60-3.66(3H t br), 4.06-4.1 1(2H,m), 6.36(1 H,s>, 
6.99(1 H,d), 7.24-7.28(1 H,m), 7.34-7.46(5H,m), 7.68 
-7.70(2H,m). 


14-3 


/ — v 0-\ / — \ 
-N VN 0 


2HCI 


pow. 


NMR: (DMSO-de); 2.34-3.91 (22H,m), 2.52(3H,s), 4.38-4. 
41(2H,m), 6.85(1H,s), 7.14(1H,d), 7.30-7.35(1 H t m), 
7.40-7.45(4H,m), 7.56-7.59(1 H,m), 7.73-7.76 (2H,m). 


14-4 


^ o 

V N 


2HCI 


pow. 


NMR: (DMSO-de); 2.53(3H,s), 3.66-3.68(2H,m), 5.30-5.3 
6(2H,m), 6.85(1H,d), 7.15(1H,d), 7.33-7.36(1 H,m>, 7 
.43-7.48(4H,m), 7.56-7.60(1 H,m), 7.75(2H,m), 7.90-7 
.94(2H,m), 8.85-8.86(2H l m). 


14-5 


-N Vn > ~\«\ 

^ o 


HCI 


yamo. 


NMR: (DMSO-de); 2.32-2.34(1 H,m), 2.52(3H,s), 3.63-3.6 
5(2H,m), 5.23(2H,s), 6.85(1H,s), 7. 12-7.1 5(1 H,m>, 7. 
30-7.35(1 H,m), 7.40-7.47(4H,m), 7.56-7.59(1 H,m), 7. 
73-7.77(2H,m), 7.92-7.97(1 H,m), 8.37-8.42(1 H,m), 8. 
80-8.84(2H,m). 


14-6 


/ — V p-\ 

-N>N %=N 


HC! 


amo. 


NMR: (DMSO-de); 2.31-2.33(1 H,m). 2.53(3H,s), 3.65(2H, 
br), 5.32(2H,s), 6.85(1H,d), 7.14(1H,d), 7.30-7.35(1 
H,m), 7.41-7.47(4H,m), 7.56-7.60(1 H,m), 7.73-7.83(4 

! H,m>, 8.29-8.36(1 H.m), 8.76-8.78 (2H t m). 


14-7 


• / — s, Me 
NOH 




pow. 


NMR: (DMSO-de); 1.72(3H,s), 2.52(3H,s) t 2.65-2.73(1 H, 
! m), 3.89-3.93(1 Km), 4.36-4.40(1 H,m), 6.80(1 H,s), 7 

.12(1H,d), 7.29-7.34(1 H,m), 7.41-7.47(4H,m), 7.53-7. 

56(1 H.m), 7.74-7.77(2H,m). 
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14-8 






amo. 1 


MMR: (CDCI3); 2.4-2.5(2H,m), 2.63(3H,S), 3.5-3.6(1 n, 
m), 4.99(2H,d), 6.34(1 H.s). 6.83(1 H.s), 6.9-7.0(1 
H,m), 7.0-8.0(22H,m), 7.69(2H,d). 


15 


-N^^=NNAc 




pow. 1 


m/z: 578(FAB,M*+1) 

MMR: (DMSO-d 6 ); 2.50(3H,s). 3.32(3H,s), 3.5-3.8(3H, 
m). 6.86(1 H.s). 7.14(1H,m), 7.32(1 H.t), 7.4-7.5(4 
H.mj, 7.58(1 H,t), 7.75(2H,d). 


16 


-N^^NOAc 


• 


pow. 


NMR: (DMSO-dJ; 2.12(3H,d), 2.52(3H,s), 3.65-3.74(3H, 
m). 6.85(1H,br), 7.14(1H,d). 7.31-7.34(1 H,m), 7.41-7 
.49(4H,m). 7.58-7.61 (1H,m). 7.74-7.76(2H;m). 


16-1 






amo. 


NMR: (CDCI3); 1 .4-1 .6(2H,m). 2.05(2H,d), 2.63(3H,s), 
2.82(1 H.t), 3.24(1 H,t>, 4.0-4.1 (1H.br), 4.64(1 H.br 
), 6.33(1 H.s). 7.00(1 H.d). 7.3-7.5(6H.m), 7.69(2H, 
d). 


16-2 


0 




pow. 


NMR: (CDCy; 2.63(3H,s). 2.6-2.7(4H.m). 3.5-3.8(7H. 
m). 6.33(1 H.s). 7.00(1 H.d). 7.3-7.5(6H.m). 7.69(2 
H,d). 


10-3 


-nVnac 




fJUVY. 


NMR" (CDCI.V 1 3-1 9(4H ml 2 02(1 5H.S). 2.23(1. 5H 
,s), 2.61 (3H.S). 3.1 -3.2(1 H.m), 3.8-4.1 (5H.m), 4.7- 
4.8(2H,m), 6.35(1H.S). 6.98(1H.t). 7.2-7.5(6H.m). 
7.68(2H,d). 








puw. 


NMR- (DMSO-d V 2 48(3H s> 3 12(1Hbrt 4 24(2H.brt. 
4.87(1 H.br), 6.52(1 H,s), 6.95(1 H.br), 7.05(1 H,d), 7.2 
5-7.29(1 H.m), 7.38-7.48(6H,m). 7.57(1H,br), 7.73-7.7 
5(2H,m). B.62(1H,br), 11.87(1H,br). 


17.1 


— N >=N >=» 

^ n Jnh 


HCI 

1 Ivl 


pow. 


NMR- (DMSOkLV 2 33-2.35(1 H.m). 2.52(3H,s), 5.06(2H, 
S), 6.84(1H.m). 7.14(1H.d), 7.30-7.35(1 H,m). 7.42-7. 
50(5H.m). 7.56-7.58(1 H.m). 7.69-7.76(3H.rn), 9.10(1 
H,s). 


17-2 


— N~^H—\ N-H 

W — ^. .N 
N 


- 


amo. 


NMR: (CDCy; 2.62(3H.s). 2.83(2H.br). 3.17(2H.br). 3.71 
(2H.br). 6.37(1 H.S), 6.99(1 H.d). 7.27-7.46(6H.m). 7. 
66-7.68(2H,m). 


18 


N — ' Me 


- 


yamo. 


NMR: (CDCy; 1.37(3H.br). 2.06(3H.s), 2.36-2.42(3H.m), 
2.74(3H.s), 3.65-3.69(1 H.m). 6.78(1 H.s). 7.05(1 H,d) 
. 7.23-7.42(6H,m), 7.74-7.76(2H,m). 


19 




HCI 


pow. 


NMR: (DMSO-de); 2.60(3H,s). 4.13(2H,br). 6.77(1 H.s). 7. 
12(1H,d), 729-7.34(1 H.m), 7.43-7.51 (10H.m), 7.74- 
7.76(2H.m). 


20 


/— \ ^C0 2 H 
-N )-K 
>— ' COCF 3 




amo. 


NMR: (CDCl,); 1.5-2.0(2H,m). 2.63(3H.s). 4.79(1 H.m), 
6.36(1H,s), 7.00(1H,d), 7.2-7.5 (6H.m), 7.67(2H,d 

)• 


21 


/"""A ^C0 2 Et 


- 


amo. 


NMR: (CDCI3); 1.28(3H,t), 1.4-1.5(2H,m), 1.8-1 .9(2H.m 
). 2.63(3H,S), 2.7-2.8(1 H,m), 3.18(1H,t), 3.84(1H, 
d). 4.19(2H,q). 6.32(1H,s). 6.98(1H.m). 7.3-7.5(6 
H.m), 7.68(2H,d). 


22 


/— v /-COgH 

-n Vn 

\ ' n 


- 


ypow. 


NMR: (CDCIa); 2.59(3H.s). 6.37(1 H.br). 6.97(1 H.d). 7. 
3-7.5(6H.m). 7.67(2H.d). I 


23 


/ — v CONH 2 




pow. 


NMR: (CDCIj); 2.64(3H.s), 2.9-3.5(3H.br), 3.6-4.0(3H,b 
r). 5.00(1 H.br). 5.71(1 H.d). 6.36(1 H.s), 6.99(1 H,d) 
, 7.2-7.5(6H,m), 7.69(2H,d). 


24 


-N >=N CONH 2 




ypow. 


NMR: (DMSO-da); 2.52(3H,s), 4.32(2H,s). 6.B5(1H,s). 7. 
13-7.14(2H,m), 7.26-7.34(2H.m), 7.41-7.49(4H,m), 7. 
57-7.59(1H,m), 7.74-7.76(2H,m). 
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24-1 




HCI 


amo. 


NMR: (DMSO-dJ; 2.52(3H,s), 2.77-2.79(6H,m). 3.14-3.1 
6(2H.m), 3.44-3.50(2H,m), 4.42(2H,s), 6.85(1 H,s), 7. 
14(1H,d), 7.30-7.35(1 H,m), 7.43-7.48(4H.m), 7.57-7. 
59 M Hm) 7 73-7 77f2H rrri 8 01 -8 Q3f 1 H m) 

\J &\ 111,111/, r./kj l.tl \CA\)\ II/. KJ.\J 1 U.w\^ 1 11,111/. 


24-2 


-N >=N C0 2 Et 


• 


amo. 


NMR: (CDCy; 1.29(3H,t), 2.63(3H,s), 4.22(2H,q), 4.58(2 
H t s), 6.36(1 H,s), 6.99(1 H.d), 7.24-7.46(6H,m), 7.68- 
7.70(2H,m). 


25 


/— \ /-C0 2 Et 


HC! 


pow. 


NMR: (CDCI3); 1.34(3H.t), 1.6-2.3(6H,m), 2.68(3H,s), 
2.99(3H f s), 3.16(1H,m), 3.7-4.2(4H,m), 4.29(2H,q) 
, 4.81(1H,br), 6.36(1H,s). 6.97(1H t d), 7.3-7.5(6H. 
m), 7.71 (2H,d). 


25-1 


/ — \ Boc 
— ' Me 


- 


amo. 


NMR: (CDCy; 1.46(9H,s), 2.63(3H,s). 2.70(3H.s), 3.9 
5(1H,br), 4.74(1H.br). 6.33(1H,s). 6.98(1H.d), 7.3- 
7.5(6H.m), 7.69(2H,d). 


25-2 


r~\ /-C0 2 Et 
-N V-N, 
^— / COCF 3 




yamo. 


NMR: (CDCI3); 1.28(3H.t). 1.8-2.0(1 H.m), 2.63(3H,s). 
4.0-4.3(5H,m), 4.7-4.8(1 H.m), 6.33(1H,s), 6.99(1H 
,d), 7.3-7.5(6H,m), 7.69(2H,d). 


25-3 


-N^N-\ N NT r 




yamo. 


NMR: (CDClg), 2.47-2.49(3H,m), 2.63 (3n,s), 2.B3(2n,t), 
3.11(2H,t), 3.45(2H,m), 6.30(1 H.s), 6.98(1 H,m), 7.08 
-7.44(21 H.m), 7.68-7.70(2H,m). 


26 


-N^N^CCLH 
0 




pow. 


NMR: (CDClg); 2.60(3H,s), 3.8-4.0(1 H,m), 4.26(1 H.br), 
6.33(1 H.m), 6.94(1 H,d), 7.2-7.5(6H,m). 7.67(2H, 
br). 


27 


-N~~\l~CO,Et 
0 




amo. 


NMR: (CDCI3); 1.28(3H,t). 2.63(3H,s). 3.49(2H,m). 3.8 
1(1 H.m). 3.96(1 H,m), 4.2-4.4(3H,m), 6.31 (1H,s), 
6.99(1 H,m), 7.3-7.5(6H,m), 6.7-6.8(2H,m). 


no 

Zo 


/ — ^ 
— N NAc 




amo. 


K1MR* fmni V 0 14f^H d\ 2 64J3H si 6 32MH S\ 7 0 

0(1 H.d), 7.3-7.5(6H,m), 7.69(2H,d). ! 


29a 


-<>-£> 


• 


amo. 


NMR: (CDCy; 1.26-1.35(2H,m), 1.88-1.90(1H,m). 2.40(1 
H,br). 2.63(3H,s), 2.92-3.1 2(2H.m), 3.65(1 H.br), 3. 
84-3 91 (3H m) 4 65(1 H brt 6 33(1 H.s). 6.96-6.99(1 
H,m) t 7.22-7.27(1 H,m), 7.34-7.38(4H,m), 7.44-7.47( 
1H,m), 7.68-7.71 (2H,m). 


29b 


/-\ A-C0 2 Et 




amo. 


NMR: (CDCI3); 125-1.36(6H,m), 1.65(2H,bf), 2.63(3H,s), 
3.04-3.23(2H t m). 3.80(1 H.br), 3.92-3.96(1 H.m), 4.1 
7(2H,q), 4.65-4.69(1 H.m). 6.33(1 H.s). 6.97(1 H.d). 7. 
22-7.27(1 H.m). 7.32-7.37(4H.m). 7.44-7.47(1 H.m), 7. 
68-7.70(2H,m). 
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^1 2 



No. 



No. 



No. 



la 



lb 



-Me 



-(C^) 2 OH 



Oa 



-Me 



Ob 



-(CH,) 2 OH 



19a 



•Me 



19b 



-(CH^OH 




2a 



2b 



-Me 



-(CH^OH 



la 



•Me 



lb 



-(CH^OH 



? F 3 



20a 



-Me 



20b 



-(CH^OH 



9 F » 



3a 



3b 



-Me 



-(CHj) 2 OH 



2a 



•Me 



2b 



(CH^OH 




21a 



HI 



IT 



21b 



-(CH,) 2 OH 



9 F 3 



4b 



-Me 



-(CH^OH 



3a 



-Me 



3b 



-(CH,) 2 OH 



22a 



•Me 



22b 



-(CH^OH 




5a 



5b 



-Me 



-(CH^OH 



? F 3 

-fir 



4a 



-Me 



4b 



-(CHJ 2 OH 



23a 



-Me 



23b 



-(CH) 2 OH 



6a 



6b 



-Me 



-(C^) 2 OH 



5a 



-Me 



5b 



-(CH,) 2 OH 



24a 



-Me 



24b 



-(CH,) 2 OH 



Me 



7a 
7b 



8a 



8b 
9a 
9b 



-Me 



-(Ch&OH 



-Me 



-(C^) 2 OH 



-Me 



-(CH^OH 



XT 

Me_ 

Me_ 

H Me 



7a 



8b 



•Me 



-(CH^OH 



-Me 



-(CCy 2 OH 



-Me 



-(C^) 2 OH 



-Cr 

Me 
Me 
Me 



25a 
25b 
26a 
26b 
27a 
27b 



-Me 



-(C^) 2 OH 



•Me 



-(C^) 2 OH 
-Me 



Me 
Me 
Me 
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1. TIE— SftiC ( I ) T^StlS 4, 4-*7Jl>*P-2, 3, 4, 5 -fh7t K 

□— 1 h — 1 -^>y7i*e>i8SttX(**<&iSo 



A^: 5M^xP7y-l^>S, 

BJI : g&^<07y-^gXl* 5 ~ 6*^-7^7 'J-^S* 

D : a^tf-^gX(4<£ffi7;l'*l'>S. 

R' : jtNR 3 R 4 T^tl5S> -0-fi|R7JWU«XttOH, 

R 2 : APy>Jg?--Cg^oI^<5ai7;WU*, -O -{£8*7^* JUS. 

- S -<£*R7JU*JUgXli- c o -<stR7;u+;i/S. 
R 3 . R 4 : E-XISSfcoT, 
1 ) 7X^H : f-v 

2) fg*R7JU*JUg (ISl£8l7;Wl'SliOH, &gpT(D75/g, ft&iiJtfHBy- 
<£*a7;U*;U7S/g. v-fifft7;Wl>75/g, <6IR7JP*;i/gT{t&W© 
5-7 Aiafa^xn^S. 5~ 6 1^P7U - ;P»Xt47 'J -^§Tg&3tl 
TOTt><fcU) , 

3) ->^p7;p*;ps» 

4) ffi^^+^STg^BroB-ymtafp^xP^s. 

5) 5~6a^xP7 , J-^S. 

6) 7U-JUSXI* 

7) ^NR 3 R 4 ^-^<t^oT§^Bl©5-7M^Sm^-rP^ (&5~7*^M 
St'SxP^Sli'O-e K 5 ~ 6 !©AfP7 U -;US<h^ UTIN 
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